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1 ] 

^ (1) 




[^*> Alts Cz-uTV - frM (KC2-14TU Ci-6 7;V*;V^ 7 7fg 

TK^Xtir^y^ (^tK^^^t^ y^ti, Ci-6 7^^;^X(±Ci- 6 t;v^ 

;i/#;V*^;i^-eg8l£*L-Cv>Tfc £v> 0 ) -eg&£ frTV^T J: v> 0 ) fcigcefcU Bit 
, TkStM^K Ci-e7;^;vi, -7y*M^--e^$^Ci-3T;v^;v^x^C2-i4T'; 

*;i^3U4C2-i4 7'; -;i^£jtefcU Ef±c 2 -i47V (KC2-14T >; 

TKm*. -Foi, ^n^H^K NG 1 G 2 G 1 S.t^G 2 li^W^&K. 

, #;v5*?^v;t/^ ***>^. *;v*7? K3k *;w*7 5 t: 

->^;u^-;v^XtiX (CYZ) n C 0 2 H X(iCH 2 ^ O, SXfiNG 3 (G 

nl±0, 1. 2Xf±3 Z^Mir&o ) T-MKg&S tLTv^ 0 ) fcMc-T&o ] 

im&m. 2 ] 

* (2) 

[it 2} 

R» H R 4 

A 1 

[aftt», RM±. C 2 -i4T 1 J-;v* (RC2.u7';-^*tt, Ci. 6 7;^;vi, 7?il 
^«^$^7tCi- 3 T;v^r;u^ /Nn^vi^ -hn§, Ci - e 7M^*^#- 
;v*> 7Km^Xf±T5/^ 7 5 ya£«\ Ci-67;^;HXiiCi- 6 7;^ 

;v*;v^;vittl$tit^t Uv^o ) "CS^^ttTv^T^ «£v* 0 ) «r*i*U R 2 
it, frUSM^ Ci- 6 r;^^;v^> 7 ySIM^g&$*L£Ci-3 7;i/*;v*;ju±C2-i4 7 

T)\s*)i<&XteC2-i4TV~frm*i»ML, R 4 (±c 2 -i4T'; (RC2-14TV 
afett, Tfcm^ -hoixtiNR 5 r 6 (3;*, r 5 ^r 6 li^^w&flifc, tK*m 
^ Ci-6T;v^;v*xtiCi-6T;i/^r;v*;v^;v&*^i-*o ) -eft* 

[tt*83] 

r 4 /0 ? n 7xm*-ctt^$ titz cz- 14 r y - frwztb % m&m 2 t? 9 vn 

[11*34] 
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^§12 0 0 3- 2 8 5 3 1 6 ^ ^-v : 2/ 

R 4 ^, N R 5 R 6 (^4>, r 5 &?7r 6 (i^tt^MSa:^, 7mm^ Ci 
-eT^^^XfiCi-eT^^^^^^-^^itP^-rJSo ) ^g&Stlrt: C2-14T 'J - 

[W*g 5 ] 

r 4 at , - ho it»fi $ ttjt c 2- 1 4 r 'j - )vm-?$> z mmm 2 tamo tr^vn vvvkm 
m&m 6 ] 

5t (3) 

Ufc3] 

R 9 H R 10 

At 



*Bft36X»±7 5y* OfctoMfcRirr $ y&t*. Ci-6 7;v^;^X(iCi-6 7^ 
* /I/ *LTV>-Cfc ) •eg&$*VCV>T*> iv> 0 ) £58:1* U R 

8 Ji, Ci-«7^*^*, 7yfgm^T-g&$*LfcCi- 3 7;v*;i^;JU±C2-i4 

7';-;v*£^i$|cU R 9 (±, 01-6 7^^;^ y ymJ&^x-W&ZfttiCi 

-zT)V^)V^X\tC2-iAT')-)Vm^W^\^ R 1 0 (4C2-147V (iC 2 -i47V 
#;i/*-3r->;v^ *;i/*^m^> *J^7; K3fe. *;i/*7 5 

KS. tKn^y*;wf75Kl, HKd^^WTU'I, f hy 1 /-;^ Ci- 6 
7;V3^y^;v^-;l/^XiiX (CYZ) „ CO2 H (^4>> XttCH 2 , 0, SXliN 
R 1 1 (R 1 1 tKSMT-, Ci-6 7^^r;^ ;v^Xt±Ci- 6 7;v^r;v^;v^^. 
frmZMm-f&o ) £S:i*U Y^.^zti-ett-pta^ic, 7kSIJ!i^3U±Ci-3 7;v*;i/ 
*£^BfcU nfiO, 1, 2Xti3 *itl*i-<S)o ) frTV^ 0 ) 

k $ tt# & &x (4 -e- o % o 

R 10 ^X(CYZ)»C0 2 H XfiCH 2 , 0, SXfiNR 1 1 ( R 1 1 it 

> 7kStiK3\ 01-67;^^^^ *^5;vSXtiCi-6 7^^r;v^;i'^-;^^^-r-g> 0 
) SrfcifcU Y^Z/Zti-e^-p^^lic, 7K^m : f-X^4Cl-3 7;^^;^S^^tl*L^ nii 

9 ] 

R 1 0 ^^*>«T-«m^^^C 2 -i47 i ;-;V*T'^)^ii^6|B^^tf9y*n>' 

m 1 0 ] 

r 1 *^*>m*-e®^^^^c 2 -i47';--;vS'e^)^>i»^6iB«otf9V'n> 
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lflf#3i 1 1 1 

12] . 
13] _ . , 

[W*^ 1 4 ] 

5* (4) 

Ht4] 



R " /" 

N 



R 1 3 ti> 7$CftM^\ Ci- 6 7M;Vi, 7f*JS : ft?t»§*LfcCi-s7^*A'*XliC 

2-i4T i ;-^***«*u r 1 4 ti, zfcfcs^ Ci-67;v^r^ 7 7tn?-efi? 

mzfjfi/tf*i'fr&. *X*>WIM, *^#75 K3Sk *;v*T5 

*V*^#-^3l3tU r X (CYZ) a CO 2 H XiiCH 2 , 0> SXiiNR 1 6 

flcU nf±0. 1. 2Xli3tMt-6o ) *LTV»* 0 ) * 

[IS^ 1 5 ] _ 

r 1 5 7jc^^w ? *;v^^rv';v^-ea^$tL^c 2 -i4T i ; -;v^-e&&IM^i 4gfi 

li*fil 6] 

#Sft»*ttXK**ftfe<0*«*nttro 

r 1 s ^ - yumx.xF^vri'm.^z Y) &&&&&&&&& fcti^tf^^frmx-w&z 

[«f*9l 8] 
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0#I2OO 3 - 2 8 5 3 1 6 ^ : 4/E 

1 9 ] 

m^M 2 0] 

3 ia«<7> h n > ajfajf jl*- > V*:-?* -^mtMo 

1] 

[»*«2 2] 

IS*^ 5 tamo h n > \y J n~f^ -fete<b^Jo 

[»3fcSl 2 3] 

[ft*3S2 4] 

7 tamo h n > ^,fxf ^ ix-fe ~T9 -Ifc'&ftM* 
[»tS2 5] 

If 3tg 8 IS® O h n > tftf*.* > V -fe - fett-fb^Jo 
[W*«2 6] 

is*^ 9 tamo vu>> tftfjL-?- y -mmkno 
im^2 7] 

[»fS2 8] 

1 SEIKO h n>^^^f->i/-t^ , ^-fg^^j 0 

2 9 ] 

«I*8U 2 tamo hn>**^^>V-te v^-fg&lb&lo 

3 0 ] 

[WJfcE 3 1 ] 

1 4 feffcO ]> n ^ ^jKJt;f- y V*: -f&frfb^Jo 
[«f*« 3 2 ] 

IS*^ 1 5 UWL<0 Yuy sKsJ^f- > v*.-?* -fiftfrflrffflo 
3 3 ] 

m&mi 6mm<DYuytf#ju?-yis^zf?-%imkMo 

II*S3 4] 

IMtgl 7fa«o h uytftfjLf-yu^znr-m&lkMo 
[M3 5] 

1**31 1 8 , 1 9 > m^m 2 o „ Bft&s 2 1 . m 2 2 „ 2 3 , m&m 2 

4, fflf#*2 5, W^2 6, f»;&3l2 7, mim.2 8. 19*312 9. » 3 0. H* 
W*3I3 2. W3tg3 3Xlii*S3 4 CB««5>n>^xf 

[»*ja3 6] 

1 8 > 1 9 , m&m 2 o „ m-&m 2 1 , 2 2 „ »*3t 2 3 . m&m 2 

4. »#£2 5> !Sf*3l2 6, »^3S2 7> ffi*«2 8> 19*312 9> lit *3t 3 (K It* 
S31, flt«jg 3 2 % fff$3( 3 3 Xltm&m 3 4 KSBIftO h n y ****.x^ > V-te"/* -fg 
1$<b^ tt»ttfllffl«>E*IMtfls K? y ^5gL < 
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^mm. 2003-285316 ^ ^- v I 1/ 

[0 0 0 1] 

FD>*w>i/-t^- m&imm & m& o=?- m • mm • k w -r & & o 

[0 0 0 2] 

h n (3:332^0 7 5 smfrbteZ^J hZJ >t$>^ V-ty* - £tf-L 

T^tlL^m, EMlitrfEM^ g*£Mm<£>5Hb. ^Jfo^M 

mwm.it, *>mm * > y wm % t-tmft z fix 0 m x «r x 1 > m$m- 

[0 0 0 3] 

#It:£M4#H3 0 ) o 
[0 0 0 4] 

1) immmz ommstL-cv^ 1, 4 -^>y^r-ife>M*# (#w»5> 6) 

2) m«m<t ^) mm^tix^^w<7>m^m^m (t^t7-~i o) 

3) ^5^,^7-f> tf-^A (Smithkline Beecham Corp) £ *) fiX^2>m& 
^@^<2r^m (#l^»l 1-19) 

4) mmm&£ vmrnzfix^zmftte®. (#M2o) 

5) Roche Diagnostics GMBH <fc ^ ffiM£*vrv*;§>lI|g<2rP8<k# (#|^Jt2 1) 

6) uiz-ftumx v&mztix^&m^&m&m. (tra 22) 

~ 4 ^^##^^4 ~ 1 3 o ) o 
[0 0 0 5] 
[#^m 1 ] #H¥ 1 0- 7 2 4 9 2 
mWJtm 2 ) HI^<kM^96/40750-^ h 

[#^M 3 ] mm<^mn96/Aoi89^r^ > 7 w > 

m 4 ] H^<2r^^98/25965^^ >7Uy Y 
mWXm5] t&mW-l 1 - 1 4 7 7-t<2r# 
[#^^6 ] 1 1 - 1 5 2 2 7 6^$R 

[#lWClt 7 ] @ HKkH lgOl/07423-^ >7Uv h 
8 ] M<2rH fHOl/53267-^ 0 yyvvY 
[#^m 9 ] P^W^02/059099^^> 7 1/^ 
MHttflU 0] a^<2r^^02/059100^>7 1/? 1> 
MMWdR 1 1 3 HHK&l§l&00/35446-5§-^> "7 V v h 

[#^»i 2] fflP^MHoo/eei^^^^i^y > 
mwjcmi 3] hpii^iiiioi/^sss-^/^? w h 

ttliE#2 003-3103295 



2003- 285316 ^ ^-^ : 2/ 

[tiriii 5] mm^mmoi/39773^y y u -y v 

mWFXM 1 6 ] ^01/21 180^^ 7 V y h 

mWflCM 1 8 ] S^^^02/49413^-/^> 7 Uy h 
mWfJCWll 9] III£<2rllf£02/085343-i§v^7W.y h 
[#lr^«2 0] #M2001-97948-^<2r^ 
[#fP»2 1 ] SI^<Zr|fl^99/11262-^/N-> 7 
[#Sraifc2 2] HBft<&R!#02/06275^>7l/y h 
[#M#lr^:ji£ 1 ] Microvasc. Res. , 1999 : 58, p. 108-113 

2 ] Circ. Res. , 1999 : 84, p. 785-796 
[WWWfJlM 3 ] Blood 2001 : 98, p. 71a 
[^iffrtvfclft 4 ] Huaxue Xuebao (2001), 59(9) p. 1495-1501 

[2M#9?:£:i£ 5 ] Synthesis and Reactivity in Inorganic andMetal Organic Chemi 
stry (2000), 30(7) p. 1265-1271 

[^#Ht;£ftfc6] Synthesis and Reactivity in Inorganic andMetal Organic Chemi 
stry (2002), 32(4) p. 739-751 

[#E#fp;£:it£ 7 1 Synthesis and Reactivity in Inorganic andMetal Organic Chemi 
stry (2002), 32(5) p. 903-912 

[##tfr:£i£8] J iegou Huaxue (2002), 21 (5) p. 553-556 

[*#HvfclK9l Polyhedroon(l997), 16(11) p. 1825-29 

1&!&WF$M 1 0 ] Arzneim-Forsch(l969) , 19(10) p. 1721-3 

I^M^Hf^itU 11 Structural Chemi stry (1999), 10(2), 105-119 

[^tirttl 2] Chemical Sciences (1996), 51(9), 1240-1244 

I^MffOTiU 3] Chemical Sciences (1997), 52(2), 237-242 

I5&m#m& l x ? t -r a mm] 

[0 0 0 6] 

[0 0 0 7] 
[0 0 0 8] 

o 

[0 0 0 9] 
[0 0 10] 

SP*>. #3&ep|«:^ (l) 
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* (1) 

[0011] 
[ft 5] 




(i) 



[0 0 12] 



^•CiKfc**tfcCi-3TA/*^afe> ^n^>^, - hoi, Ci - 6 T)V*)VjH 

7Xm^X(4T5y^ (fOfcm^&tfTS./*^ Ci-6T;v^;v*X{iCi-6T;i-^ 
;v*;v^-;i/^-eg^$tLTv»T^ <tv> 0 ) "Cit!&§;ft,-rv*-c & J; v* G ) ifcufcU B(± 
. j£mm.=¥-. Ci- 6 T;v^;Hfe, 7y*jR : f"e*3ft$*L/iCi-sT^^r^3feXJiC2.i4TV 

^;v^X{±c 2 -i4T i ;-;v*^^i*l> Ef±c 2 -i4T'; mc2-nT')-)vmt, 

-fai, /Nn^>Mi=-> N G 1 G 2 (^^, G 1 3tlf G 2 tt^nwafcfllfcs 
% a/njf+v/Hk *x*>m&. #;v**T5 K3fe N 7;v^7 5 t 

'>*;i/^^XliX (CYZ) „ CO2 H (55«K XliCH 2 , 0. SXliNG 3 (G 

nf±0, 1, 2Xli3«t^ 0 ) *LT^£ 0 ) ZMMIrZo ] 

ftftUBjWS&fcgemo^l* • ft* • 3fc#HfcH1-* <5 , X> Ifn ytf#^<f-> 

Is-typ-m&itffl, m hn>##xf>n:^ -f&t£ft#.l?> SUEHttfr, ynK?? 

jM^*#3WfcW-*Sfc«>-c*»K X> 5£ (2) 



te. jtaRS^ Ci- 6 t;v^;v^ 7y*jK^t?e3fe$tLfcCi.3T>i/^r^3feXttC2-i4T 

7 fr*frmXteC2-uT V - frmZ&ML, R 4 i*C 2 -i47V -^36 (iC2-i4 7'J-;v 
ca»$jiTv»4. ) *«i*i-* 0 ] -e^sti* k°7V*n y^m, »ft-6-*os3E*te 



[0 0 13] 
[ft 6] 
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mm 2 0 0 3-2 8 5 3 1 6 ^ ^- V I 4/ 

j-f - > i/-t 7 0 * -i&ttflsau Iho ^#iKxfv i/t 7* * -fett-fkffjos^ttflt. 

3) 

[0 0 15] 
[ft 7] 

r9 H R" 

0=o H 
R 7 

[0 0 16] 

*;u#;wi?^;v»-?©&$*LTv>T*> 4.v* 0 ) -eW&£tLTv>T*> 4 v* c ) 4r*i*U R 

7'J-^**5fi*U R 9 J4, ^SRS^ Ci-»7^^ 7y*ST-"Ci«S^Ci 
-3T;V^;V*XfiC2-i4T U -;V^*itl*L> R 1 0 {4C 2 -i 4 7'; (^C 2 -i4TU 
-;v^i±, *;vsK^rv;v^ J*;v*>S^ *;v*7 5 7;v*7 5 

K3fe, tKn^*/*WU'*, HKn^HTU'i, ff?^-^ Ci-e 
7/l'3*V#/M?-/W2fe3U4X (CYZ) n CO2 H (sSf, X(iCH 2 . CK SXliN 
R 1 1 (R 1 1 ti % tR*H^ 01-67^^;^ ;i^X{4Ci- 6 7JV*;i'#;i'^~ 
;v*^^(*i"^ 0 ) **i*u YR&zitttL^tim&K* 7fc*M : f-X{4Ci-3 7;v^r;v 

26**1* U nl40. 1, 2XJ43 £j£Bfc-F&o ) ffttKUftStitv»5, ) 

> Pb 7 s ?£1£ft#m P 1" X> ^ h n Hr 7** -ffittftSO 

* 7" * - ?£l£ft^ffl & <7) ^ • ft* • iSttiCHt*4o^* «J . X> Ihn 

> ##xf > v-fe 7? -flH£ft#k ifn> ,f#xf > nr 7** -flHtYbSH02gg#ltt#: 
, 7*n F7^^t<{4^^g^e?jlc^#$^#^mXt4^tL^OMfP%=Sr^^h 

LT^*i-SjM^*##JfcM?-*fco^*»K X, 5£ (4) 

[0 0 17] 
[ft 8] 

R 14 H / R1S 
R« 

[0 0 18] 

[5S*K R 1 2 (4, c 2 -i4 7';-;vs (^c 2 -i4 7';-;v^(4, Ci- 6 7;v*;vtfe. 77 
*!R : f--cilJfe$ttfeCi-8 7^#^lfe, ^n^vg^ xhni, Ci - 6 7;v^;v^;v 
7Km^X(475y^ CfT 5 ^aiftt-x Ci- 6 7;v*;v3£Xi4Ci- 6 7 

^^^^^^^n-egj^^tL-cv^T^ iv> 0 ) *effi^$tL-rv^-c^ 4v^ c ) fc^efcu 
R 1 3 14> TftSfHi^ Ci-67;w^r;v^> 7 ^^jHT--effl^$^c 1 - 3 7;w^;v^X(4C 
2-i47U-^**5Ki*U R 1 4 tt* TfcSSMiK Ci- 6 7;i/^;^ 7?mtf*§ 

ffiSE# 2003-3103295 



0#I2OO 3 - 2 8 5 3 1 6 ^ ^-v: 5/ 

nfcCi-3T^+^a&xtiC2-i4T'; -)vmz&ML, r 1 5 tic 2 -i4T'; (^c 2 

^r-/^;V^;HMX (CYZ) a C0 2 H (5£>K X14CH 2 > 0, SXliNR 1 6 
RfcU n(±(K 1, 2X»4 3 4r*l*i-*o ) frhM&1XZW : &&XW. : ®:Z *LTV>£ 0 ) £ 

[0 0 19] 

«r, B»&B«99/11262^-^>7V'y b (#M2 1) „ BK3tB»01/34585-S^> 
•7 V y Y WmXti. 1 3 ) StTB»&ra*02/49413^f > 7 W y h (#Hfcfclft 18) Kit 

l^li99/11262^07V7b (^tt2 1) „ BBR^HI»01/34585^> 7 V y 
h (#^113) 5. tFH^H 002/49413^ > "7 I/9 b (#iftitl8) <7>i2«c^<b 

[0 0 2 0] 
[0 0 2 1] 

ft. TnJ |"ij (4-fv£ TsJ t4-fe#>-^>;-£ |"tj 14*— >^ 

l~cj I4v*n£ ToJ f4*;Vh£ TmJ t4^*£ TpJ ttrC?*£l*U TPhJ {4 7 
TPyJ l4fc?'Jv;K TNaphthylJ iti-?*^ TMeJ »±*?-/k TEtJ t4^^;v 
, TPrJ liyn^, TBuJ {47*^;V^r*l*i--g»o 
[0 0 2 2] 

*1% tt&SA. B. D, E, G 1 , G 2 , G 3 , R 1 , R 2 , R 3 , R\ R 5 , R 6 , 
R 7 , R 8 , R 9 , R 1 0 , R 11 , R 12 , R 13 , R 14 , R 1 5 J&VR 1 6 04Ht&SK£ 

[0 0 2 3] 

[0 0 2 4] 

Ci - 3 7;^Jl<itLrii, M % ##tXt4C 3 y^D7^^f;H^WU 

K#nx.> n-7*^;w> s--7^;k t-"7*^;K c-'T'^K i-^^-c-^nif)K 2 

-^f;i/-c-^D tf;i/, n -^>"f-;K 1-;* ^;v-n-7*^;K 2-^;i/-n-7^;i/\ 3-^^;w n 
-7*^;v> l,l-y>f^-ft-^n^ U-vVf^-n-^nkX 2,2-i^ f-jV-n-^n If 
;K i-xf^-n-T'nk'jK c-^>^;K 1-;* f^-c-^f^ 2-^;i/-c--7*^;K 3-^ 
f^-c-rf^V, l,2-i?;tf •^-c-T'nfcf/K 2,3-^^f-;i/-c-yntf;l/, i_jn.-^;i/_c-7°n 
tf;K 2-^^;v- c -7 p n t?;v, n-^3f->;w l-^ f-;v-n-^^-^;v N 2-^ ^-;v-n-^^^;v 
^ 3-^f L ;i'-n-^^^;i/ > 4-^^;v-n-^^^;v. i, 1--^^ f-^- n -y^;v > 1,2-^ 
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^#12 0 0 3 - 2 8 5 3 1 6 ^ ^-v : 6/ 

n-7^;K l,3-^^^;V- n -y-f-;V, 2, 2-:^ ^-;Wn-7*^;K 2,3- ^ ^;W-n-:/^;K 3 
,3-^^^)U-n-y^-)V^ l-aif-^-n-T'^^^ 2-^f-;l/-n-^;K 1, 1, 2- MM ^;V-n- 
:7ni£/K 1,2,2- h y ^^;v-n-ynif;v, i_.x^;v_i_jx f^-n-yn fcf/K 1-jc^-;v_2- 

fc?;K c-^*~>;K 1M ^^-c-^^^K 2-;* f^V-c-^y-^K 3-^ *f- 
)\,-c-^>?-)\, s i-x.-f-^-c-f^-jV, 2-xf;i/. C -7*f^ N 3-xf;k-c-7fjv, i 2 -iM 
f-fr-c-W-n,^ i,3-y^^;w c -^;K 2,2- ^-c-T^/K 2,3-vV^;i/-c-^ 
;V\ 2,4-v^^-;V-c-^^ > 3,3-^^^;Wc-^;i/, 1-n-yn fc?;V- c -:/n tf ;K 2-n- 
yntf^-c-yn tf;K if^-c-^n tf;v. 2-i-yn tf^-c-yn fcf;i^ l 2 2- h 

U ^ •^-c-T'n if ;k i, 2 , 3- h V ^ f-;V-c--/n if ;k 2, 2, 3- h V ^ f;k c -/n If ;v % l 
-xf;K2^f^. c .yn if;K 2-^^;V-l-^ f-;w c -7°o if 2-xf jv- c - 

[0 0 2 5] 

W&tttit* 1-3 MtF^4 i> L < {±a«^^fe-^-C#tf £ t 7^T~ # & 5 ~ 7 .1^13: 
[0 0 2 6] 

3 ->f >t*-;v^ 4-^>t*~;v^ > 5 -'f >7»~;i/^ 6 _^ >7 ~ 
7-^7*-;i^ a -i-y<?-)V^ p-i-y?-^^ l-f >7bKnf7f;v 

2- 7h7tKDt7f-;H, S-ff^tKnt?^ 6-fb7tKnt7 
^■;v^. o-if7xxv;^ % n-e7xiui, p-tf7.x-y/Hfc, l-rvh'j^*, 2- 

[0 0 2 7] 

3-7V;H, 2-tf9-;v3l, 3-e 7 -^i N 4-tf9-;i^ N l- 
tfny;i^ 2-fcfny;i^ % 3-tfny;^ l->f3*v;/H6, 2--f5*vy/p 

4 - 5 ^/y i-e 7 /'j 3 - if 9 vy 4 - e 9 vy 2 

-f77';fl/*, 4-f7V;^ 5-f7V'J^ 3-^Vf77'J^i, 4->f 
VfT^J^ 5-4"VW;JWi; 2-^^rfV>J;Vl, 4 - * * ^ V y 5 

yy;v*. 2-ify^;v^ 3-tfi;^;vs, 4-ify^v*, 2-e 7 ^;v^ 2- 
tr y 5 y-;H, 4 - tf y 5 5 - tr y 5 ->*^;i/^ 3 - if y ^y- 4 - 

tfy^xwi/^ 2-1, 3, 4-*W7V'J^i, 2-1, 3, 4-^Tv7V*y 
3-1, 2, 4-t^y'77*'J;Vi, 5-1, 2, 4-tny77*'jJ^ 3 
-1, 2, 4-f7^7W;V^ 5-1, 2, 4-f7y7V*'^», 3-1, 2, 5 

[0 0 2 8] 

#«T-W8~1 Oa-COCs-.jB'ft'-JIb***?**^ LTIi, 2 -^^/77-;V 

3- ^>77 7-^, 4-^>y*7 7-^i, 5-^>y*7 7x;v^ 6 _^>y 
7 '-^ 7 -^>v*7 7-;H, l-^v^>77 7-;H, 4-^y^>y*7 7 z 

5-^v^>y-77^;H, 4- 
^y^.x-;v^ 5— "OV^-;^ 7-^>V^^-;i/ 

^> l-^y^yyfxx^i, 4-^y^>vf-j.-^afe, s-^fv^vyfxx^s 

„ 2-?u*-A,& 3-*tM=./Hfe, 4-^n^^;^ s 5-*tMxwt/^ 6-^ 
n^_;Hfc x 7-^n^xv;v^ N 8-^n^-;v^ 1 > Ky 2--f>K 
y ^_ /i^ 3 - 4 > V y ^ 5-^>KV 6 - •< > K y i> - 7 

-f^Kv^jt, 8-^>Ky^-;v^ i-^y^>Ky^ 2-^vr/K'j 
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4 - 4 V -f > K V 5 — f V y K 'J 1 - > K y 2 - -f y K U 

3--f>KV/HK 4->f>K«;^3fe % 7 

- >r y K y i - -f y ^ vv ;v^. 2 - y y*sv 3 - y yyv 4 - 
4 > W 1 ) 5-4 > y*sv 6 - 4 y W) ;v^, 7 - 4> V yy l - 
2-yy^;i^, 3 -yy 6-ry-;v&, 7-y;-;v^ 8- 
■/U-;v», 2-*yj^ 3-*yy;v». 4-*yj**, 5-*yy;i^. 6- 
*yy;v&, 7-*yy;v^. 8-*yy;v*. i->fv^;y^> 3->fy*yy;v 
*. 4->fy#/y^*, 5-^y^yj;H, 6-^v^yj;H, 7 ->f y*y y ;i/ 
*, 8 ->f y*y y i-7^7y-;n, 5 -7^ 6 -7^y-;i/ 

1-2. 7-^7^y S J-)V^ 3-2, 7-t7f'Jv-JH, 4-2. 7-^7 
1-2, 6-^-7^-y 3-2, 6-t7f'Jy-^ 4-2 
, 6-^7^]^-;^ 2-1, 8-^-7^';^-;^, 3-1, 8-t7f'Jy-;v 
^, 4-1, 8-t7f'Jy-;H > 2-1, 7-^-7^';^^;^, 3-1, 7-1-7 
•=Mj~y-;i^ 4-1, 7-t7f'Jy^i, 5-1, 7-t7f'J^-;H, 6-1 

, 7-^-y-^'; 8-1. 7-t7fJy-;H, 2-1, 6-t7fjy-;v 

3-1, 6-t7f'Jy-;Vi, 4-1, 6-t7f'Jy^)^ 5-1, 6-7-y 
f'jy-^ 7-1, 6-t7f'J^-;>i, 8-1. 6-±7^y^;l^, 2-1 
, 5-t7f'Jy-)H, 3-1. 5-t7f'Jy-;H, 4-1. 5-^7^y^-;v 
», 6-1. 5-^-7^y^-;^. 7-1. 5-^y^y 8-1. 5-i-y 

T-W-fr^ 2 -*/*^y 5-^y *-9-y-;vs. 6 *-9-y 
2 -^^y*y-;i/S. 4-^tVj-;H, 5-^tv*'J-;H, 
7-^^-yy^;v*. 8-^rtyj-;H, 3-v>yy-;^. 4-y>yj-;i/i, 
5-yv/'J-jvi, 6-yy;'j-;i/S, y-y^yj-;^ 8-'>^7'J-;vi> 
2 -y>y ~y~;v^. 4-7'f v^-;^ e-yf'jy-^iw?-^^/-^! 

[0 0 2 9] 

~? y^m^-ZWMZtitzC 1 -3 T;i^;i/^£ LTW\ h'j7^tn^f;i/i, 
tn^f^ ^/7;vtD^f;H, ^>^7;vtnxf;^ 1, i-^7;i/tn- 
2, 2-y7i^nxf^i, a^;? 7 ;vt n y n ^ftf t, tiS a 

[0 0 3 01 

Ci - 6 T^^^A^'f-^ItLTIi, y a^;v#;v*}^;K n -y° 

^-n-rne^*^^^, l,2-^^f;i/-n-7"nt?;l/*;v^;v, ;V-n-7°n 
\Z)\sj])V#— ;K i-xf;kn-7D tf;i/^;w^— ;v, n-^^r v;w# 
^y^;^;^—^. 2-^ •f-;^-n-^y^ L ^^;i/7j?— ;v. 3-y f;v- n -^>f;v*;i'^ ;v 
. 4-y •^;v-n-^>-f-;i':2;;i'^-;i/. l,l-vy ^;w-n-y*^;v^;v**— ;v. i,2-y7f;v-n 
-y^#;w-j?^;i/. i,3-~yy •^;v-n-y^;v^;i'^-;v. 2,2-yptf ;v-n-7*f 
— ^, 2, > f ;v-n-7*f ;v * jv * - 3,3-~yy ^-;v-n-yf-;v*;V5K— ;v, i-j.>^;1/ 
-n-y*^-;i/^;v^;v, 2-^^;w n --7*^ L ;i'* 1,1,2-h y y ^-n-yn 

)\,-#=- 1,2,2- h y y ^;v-n-y°n tf l-xf;i,.i.^ f^- n -7*o tf;v# 

;VsK^;vS.rM-^f-;V-2-^ f;Wn-7*n tf tih 0 
[0 0 3 1] 

Ci - 6 r;V3^v*;i/jK-;^i: LTf±, y b + y*;i/!j?xjK .x. h ^ ~>#;i/;K- )V 
. n-Zn^^y*;!/**-^ i-7*n v# JK n-T'h^ y*;VsK-;K i-yh* 
*yft)Vi$— s -y* h ^r->*;VsJ€— ;k t-7* h ^fv^;i/^— n-^J'fJl't^y*^** 
l-y-f-;v-n-y h #'>^;vtK^;v. 2-^f ;v-n-7*f^y*;i'^;K 3-y^;v-n- 
y h 1, i--y y. f;v-n-7 p n ^^-y * ;v#ci;i/ N i, 2--y y f;i/-n-7'n 

-y* 2, 2--yy f-;v-n-7°n j^^-y ^ ;v?j?-;i/. i-jr.^;i/_ n -yn *K^-y ^ 

thSE#2 003-3103295 



^#12 0 0 3 - 2 8 5 3 1 6 ^ ^-v : 8/ 

^y^;i/**v#;V:<K^;K 3-^ ^;U-n-^ ^f^l^ 3r v# 4-^ ^ ;Wn-^ > 

3r ;K 1, 1-vM ^;V- n -^ h 3^>#;v**-;k 1,2-i^ ^-;i/_ n -^ h ^ 

l, 3- v ^ ^^-n-T* h * ;w**x:;k 2, ^-;v- n -7* > * > # ;K 
2,3-v^ ^;i/_ n -r F^y*;v^*-;v, 3,3-vV f-;wn-?* h^y*;V*'-;K i_.x^;u_ n 
-yh^y*;^JK 2-xf;v- n -yF^y*;v,f^;K 1.1,2-h y ^ ^^-n-7"n 
->#;i/;}€^;K 1,2,2- h 'J ^^-n-^n*^y*^^A-, l-^^-;i/-l-^ ^;w n -7°n 

[0 0 3 2] 

t^A, R 1 % R 7 RlfR 1 2 ojffLv^MtL-CIt TBCIB«o«*|feTft 

3-7V;H) „ ey^-^at (3-ev^-;v*. 4-ey^v 

, t? 'J ( 2 - tf V 3 - tf U 4 - fcf y % * y y ;v 

* (2-^/v;^ 3-^yj;vi, 4-*/v;i/^ 6-*yy;v 
7-*/v;vi, 8-*7y;i^) &r>Mv*7y;v* ( l v*/ y 3- 
'fv^yj;^ 4-^v^y;;v^ s-^fy^yj;^ 6-^v*yy;i^ 7- 

[0 0 3 3] 

Ci - e T;i^;i/^ ^nr^HC^ 7 ? f^T-T-SJfc^tL^C 1 - 3 Tfr* 
-hni, 75;s, Ci- 6 r^^-eg&^Ttr 5 y ^ Ci - 6 r;v^ 

jvjjfrtf-jumx-m&zixtzTs. ym, tK«> ci - 6 r^^^xm.^ntzimM 

, Ci - 6 T^^^^^^-^-eM^^tL^Tlcm^tfC 1 - 6 T;v*;u#;wi^;vS 

o 

[0 0 3 4] 

ffi&^A, R 1 , R 7 $.0* R 1 2 ©iHC^Jt^itLtlt TfS^ISmog^ 
tffit^t^^tL^yx^;^ (2-^jc~;^ n 3-^-;i,^) , 7'J 

(2--7V;v^ 3-7'J;vi) , tfu^^-;u* (3-fc?y^^;i^ 4 -try 
&^tf y ( 2 - tf y 3 - 1? y 4 - tf y &m 

[0 0 3 5] 

«&^: Ci - 6 T;i/*;i^ ^nyyi^ 7yfIE^-ef^$^Ci - 3 T^* 
-fni, 7 5yi % c 1 - 6 7;v^r;v»-etl$^7 5y^ c 1 - 6 r;i^ 

;v^;i/^;^-eem$ttfcT 5 7*. Ci - 6 T fr* )Vmx~m$k : £iltz7m.m 

> Ci - 6 T^^r^^^^^^^g^^ttTtTlcm^^C 1 - 6 Tfr^nsf) )Vi£=.)Vm. 
o 

[0 0 3 6] 

e&lfeA, R 1 , R'OT 1 2 <?>SK#K$?3: L^MfaMt LTti, 3-p*f-;i/-7 
.x~;i/^ 4 - ^f;v-7x~;H, 3, 4-Wf^-7i-;vi > 3 - t -7*f-;v- 
7.x.-;i/^ 4-t-7fJk-7x-;H > 3-h'j7;vtn^f;v-7x-;H, 4- 
h'J7Wo^f;v-7x-;vi, 3, 4-/^)7^0^^-71-^ 3—^ 
nn-7i-;i/&, 4-^nn-7x-;H, 3-3 - K-7x^jH, 4 -3- K-7 
3-7^d-7x;;v|, 4-7JVtn-7x-;H, 3, 4-v^nn- 
3, 4-^3-K-7x^;H, 3> 4-y7Wo-7x^;H, 3-- 
M3-7x,~;l/^ N 4--I>n-7x^| N « -^y^^V^tf B-i-7?-frm%:L*tf 

[0 0 3 7] 

& n-7*Dt?;i/^ i-7°ntf;i^ h y 7;i/*n^;v^£t/7ixwv^6^f £>*U 
Lv^Jt Ltl±^f;i-i, xf h 7 u ^ f ;H^if?» til. „ 

[0 0 3 8] 
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[0 0 3 9] 

36) , e V ( 3 — tf 1 J 4 - tf i; fy^;vS) , tf i; v;vft ( 2 - 

t'yy^i, 3-tf;y;vft, , (2-^;'^i, 3-* 

^'J^I, 4-^y;;v^ 5-^/'j;H, 6-^/'J;vi, 7-*/>;;i^ 8-3r 

TAOM V*/ (l-^V^r/'J^ 4-Wv* 

6-^v^;'j;^ 7-^v^yj;H, 

[0 0 4 01 
[0 0 4 1 1 

IMR 4 <7)#tc$fS Lv^#:^ijfc LTIi, TfeKfetScOemS-e^ms titz? 
^ ^j^^ivm (2-^^^;v^ , 7'J;i/i (2--7'j;v^ 3-7 

y/w*) > try ^-/i^afe (3 -tr v 4 - tf 1; xtftf y -7;vs 

(2-tfi; v;vai, 4-f'jy>i) ^w^£ 0 

[0 0 4 21 
[0 0 4 31 

„ f^^/i/fc (2— % 71;^ (2-7V^, 3-7'J 

. tf'J^v-;v* (3-ev^-;H, 4 - tfy % tfyy/pafc (2 

-tfy-y;^ 3-n*v^;v*> , *yy;v* (2-^;^i, 3- 

^^'i;H> 4-*;yA/i, 5-*yy**, 6-^7'j;vi, 7-^;'j;n, 8- 
^7 y/wg) Rtf* v*s y/u* (1 -^f v^'j^, 3->f7*7'j^ 4--fv 

*7iJM) *Wflbtt^ 0 
[0 0 4 4J 

B&£ : *W5K^ 7^7? 

K^. tKo^y*j^7U^ tKn + y^*7 5Kih CH 2 CO2 H, OCH 
2 CO2 H. N H C H 2 CO2 HU C H 2 CH 2 CO2 HMr h 9 V-/H£ 0 
[0 0 4 51 

;vg, (2-^ji-;v^ 3-^^-;v&) , 7'j;i/i (2-7y;i^, 3 - 

7 V , tf y ^y-^a? ( 3 - tf y fyx;v^ 4 - tf v y y=-n,&) TA^tf y 
£ ( 2 - tf y 3 - tf V 4 - tf y tfmfbfi* o 

[0 0 4 61 

KH % HKn^y*^7 5 K*> tKn*y7W7 5 K3fc* C H 2 CO2 H, OCH 
2 CO2 N H C H 2 CO2 C H 2 CH 2 CO2 HRtFf f?'/-^ 
[0 0 4 71 

3 . 7 y ( 2 - 7 V 3 - 7 V ^ tf y 

m (3 -ey ^y-;^ 4-tf'j^^;n) „ try ( 2 - y y/uat. 3-tf 
'i-/^ 4-tfy^;v®) % ^;y;i/i (2-*yy;i^ 3-*yy;v«, 4 
y/Hk s-^^jjH, e-^yv^gi, 8-^y;;^) 7£t>*-fv 
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(i-fv*y;;n, 3->fv^y'j;vi, 4--fv^yj;v^ 5--rv 

[0 0 4 8] 

fili:*;^>y;vi, *x*>^S. A^fru*^ ^nr^ 

K&> bKo^y^;Kf7^ K*. kKo^y^WT? K3fe % CH 2 C0 2 H, OCH 
2 C0 2 H> N H C H 2 CO2 H. CH 2 CH 2 C0 2 HMrF7y-;Ho 
10 0 4 9] 

[0 0 5 0] 

tHI:*my;vi, *WU*i, 
K*. tKn4ri/AW5 tKD^y^^T? K3k CH2 CO2 H. OCH 

2 C0 2 H> N H C H 2 C0 2 KU C H 2 CH 2 CO2 HMf h5V*-^i, 
[ 0 0 5 1] 

[0 0 5 2] 

1) r 4 #\ 7jcm*-es^$a^C2 - 1 4 7';-/Hfe-e**5S (2) -c^w^yy 

[0 0 5 3] 

2) R 4 #\ N R 5 R 6 (^4", R 5 MR 6 tt**L-r*L33tifcfc. 7fc*Jii^\ 

, Ci-6 7;K;HXiiCi-6 7;v^^*;v**-;^^fi*t^ 0 ) -cilis^Cj - 1 

4 ry-zufe-c**^ (2) -e^s*L£ y*vvxxytt&m, mt^-m <d sm^^w, yn 

[0 0 5 4] 

3) R 4 #\ 7jcm*-eS^^ttfc7^-;v^X{i^v s^afc-e*** (2) -e^stt&e 

[0 0 5 5] 

4) R 4 ^ N R 5 R 6 R 5 ^^R 6 {i-?-^-rtL^3LtC. tMUKTs 

•/n K9-y^L< {i^O^W^^^^^Xti-e-tt^^W^PtJo 
[0 0 5 6] 

5) r 4 ^. 7m^xm^fitz^^-)vm, 7 v ^mxte^v n?-)i<&x$>%>$: (2 

[0 0 5 7] 

6) R 4 rt s > N R 5 R 5 (sS;*, R 5 £<^R 6 It^it^tim&bz, 7X*^x *;^;v* 

s> y v fr&xit^v r*j-)i>mx$>z>& (2) xm^ix^^v^ny^m. 

[0 0 5 8] 
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7) R 1 0 X (CYZ) n C0 2 H (j£*, XiiCH 2 , (X SXiiNR 1 1 (R 1 

& c ) &iti*U Y&tf'Z te^tL^ft^&Kx 7jtf^^XfiCi-3 7;v*;v*£^U 
nliO, 1, 2X(i3 *itP*1-^>o ) ^ C2-14 7 V -;v*-e&&5£ (3) 

[0 0 5 9] 

8) R 1 0 #\ X (CYZ) „ CO2 H (5S*K X(±CH 2 . O. SXIiNR 1 1 (R 1 
nl±0> 1, 2X&3 Zlg-M-f&o ) "Cf H $ 7 x - ;HXti t: 'J y jUT^ ( 

m 65 k $ tm z> mx tt -e- <b O % o 

[0 0 6 0] 

9) R 1 0 i)K X (CYZ) n CO2 H (:£*, X(iCH 2 . O, SXliNR 1 1 (R 1 

Zo ) SritBfcU Y^.tKZ^-ett^ttSiaitC, ■fcmm.'f-XteCi-zT )V*)l>&*1g-ML. n 
fiO. 1, 2X^3^^i*i-^o ) -efi&S*V/t^a^;i^ 7 'J ;i^Xte t: 'J fV-fr 

mx$>%$: (3) t-i$we77nHb^ iib^iosie^ ynK?-;^ 

[0 0 6 1 ] 

10) R 1 0 ^ y;Htf t$ntC 2 -H 7'J - ;HT'*^^ (3) -c^s*l& 
[0 0 6 2] 

1 1) R 1 0 ^*;v**^v;v^"Cgm$tL7s:-7i-;v^X{±fi; ->*;v^&&:& (3) t? 
^$tu^> Hyyn Wb^S&K i^t^ti^lfif*, :/n K7 7^L< te*<DWmmz 

[0 0 6 3] 

12) R 1 0 tf* frtf**/ jis&x-W&Ztitz^ 7 'J ;v*Xtitf V 

(3) -C^Sft* ifvV'nWb^tk S<b^011^tt#> 7nK7 7^L< 

ii <*> em 65 k w?m $ tt# & e tt <d mmm m <> 

[0 0 6 4] 

13) r 1 ° tf*)v*yM^x~w%kZiitzC2-iATi) -fr&xib&iz (3) -e^SfrL&t? 

[0 0 6 5] 

14) R 1 0 ifiXfl>*>mie^U&Ztite7*-A'3ESLli*V ^/Hfe-C*** (3) "CIS 
[0 0 6 6] 

15) r 1 0 *»^^*>aat*c«tfc**ifc'f-j.-/uat, 7y;v*xt±fc°v^-^-e& 

[0 0 6 7] 

16) r 1 0 *»*^*>Bft3fet?iajfestLfcC2-MT'; (3) x-mziiz^ 

[0 0 6 8] 

17) r 1 0 tf*x*>witmx-m&ztit:7*-n>&xteW s^vst?**^ (3) -egc 
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[0 0 6 9] 

(3) T^^fyy'nyM^ 7°n 7^5gL< 

[0 0 7 0] 

19) r 1 0 ^#;i^T5 K^-e«m^tL^c 2 -i4T'j -;i^-e&&5£ (3) -e*£*T,& 

[0 0 7 1 ] 

20) R 1 0 ^7>;v^T5 K^T-Mm$a^7^-;v^X{itr'; ^;v^-e^>^^: (3) -e 

Wfrg-tK ^b^%<^5^mtt#^ yn K7 7^fL< te^oE^fi^c 

$ * tx {± -e- tt ©iMto 

[0 0 7 2] 

2 1) R 1 0 #*;v*7? KS-Cg&£*L*:7^-;v^ 7'J;viX(ie^^-;Ht 
(3) tS^^k^ynHt^ i^-^tOS^Itt^ 7"nK7 7^L< 

[0 0 7 3] 

2 2) R 1 0 ^^*7 5 K^T-em$ft£C 2 -i4TV-;v^&&5S (3) -«$:ft<s> 

[0 0 7 4] 

2 3) R 1 0 ^;V*7 5 K*T'®^$^^-7^-;V*Xt±tf V v^^T?^^ (3) "C 
[0 0 7 5] 

2 4) R 1 0 ^;l/%7? K^T?fim$*V7^^^-;v^ 7 V ;i/^3U±fc° >j ^>^;i^-e 
(3) -e^$tL^e9y*n>^%> M^-%coS^tt#, 7nK77^fL< 

[0 0 7 6] 

2 5) r 1 0 ^Fn^y*^*75 K^-eg&s *Lfc c 2 -i 4 t 'J -;i^-eab£:£ (3) 

[0 0 7 7] 

2 6) R 1 0 K n * -> # )V #T S Fltrf^ $ *t£ 7 * - fr&JLlt tf v*;v^-e& & 
[0 0 7 8] 

2 7) R 1 0 **t Kn^ri/*;^*7 5 K»-Cg&£ tL/c^^-;^ 7 U ;HfeX(±fcf V ^ 
v-;^T^^>^ (3) T?«$n4lf?'/n>m ifb^OS^m 7*nK5 

[0 0 7 9] 

2 8) R 1 0 75 ? t: Fn^fyx;v*7 5 K*T»11!fcS*tfc C2-14 T 'J -;v*T*ab^^; (3) 
[0 0 8 0] 

2 9) R 1 0 Kn^f7^W7 5 KHfT?«JfcS*tfc7*-^atX»4^ V i>;v&-C&£ 
3t ( 3 ) X~mZfrZ tf 9 V*n K-fb^OESEMttflc, 7n K77^L<l±f 
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[0 0 8 1 ] 

3 0) R 1 0 Kn^->x;v*7? Kitff x^;H, 7'J;mi±f'J^ 

? ^ t < it z <Dwm$} izwtm $ km *> &x it* ti h <o mmmvuo 

[0 0 8 2] 

3 1) R 1 0 > 7 V-JVSTl^? fLfcC 2 -i4 7 V - (3) T?mZtlZ 

* & ix t± * tL h <Dmmmo 

[0 0 8 3] 

3 2) r 1 0 h^v-;v^ffim$tt7f7i^^*x(±tf'; s^afc-cabaa; (3) -c 
$ *t# * mx a -e- ft h <d mmm^o 

[0 0 8 4] 

3 3) R 1 0 tf*r h^V-;^T«m$tt^^ji-;vai, 7 V /wa£Xf±t?V ^-/Hfe"? 

(i -e <o mm &s \z $ *m z & -e- ti h <d mmm % 0 

[0 0 8 5] 

3 4) R 1 5 X (CYZ) n C0 2 H (5$*. XteCH 2 , O, SXteNR 1 6 (R 
1 6 it, tR^JI^ Ci-67;v+;H N ;v*XteCi- 6 T;i^;v#;w-K-;i^£TiP;}c 

, n(±0, 1, 2X1*3 ZWtt^Zo ) RV?&mmx-W%!:ZiritzC2-i4TV -fr&X-$>Z 
[0 0 8 6], 

35) R 15 X (CYZ) n C 0 2 H C^f, Xl±CH 2 , O, SIfiNR 1 6 (R 

1 6 it. fcMm^ Ci-»7^+^i, *;v5;v*X{±Ci-6T;v^;i/*;v^-;i/*Sr7ti* 
t4. ) **i*U YSlFZIif^^H, *»XfiCi. 3 7;^;i/Mti*L 
. n f± 0 , 1 , 2X(i3 S-m^-f & o ) S.tfijcS&afe'TfflMft $ fitz y x - ;v^Xt± fcT V v ;v 

^-e&&5S (4) tg$wf7yn>ft^ Ptft^oa^iitt^ yoK 7 y^ 

l < it^commmz^m-^fin^mjLit^fihommmmo 

[0 0 8 7] 

36) R 1 5 i)\ X (CYZ) n C0 2 H (5£*> XI±CH 2 > O, SXIiNR 1 6 (R 
1 6 it, *3RS^F. Ci- 6 t;v^;v^ n ;v&X{iCi- 6 7;v*;V:&;v**^;i/&£i&i* 
1--So ) *5»*U YROfZtt^ftWBfctfc:, 7R*MTXf±Ci-3T;v*^*£;ti*L 

„ niiO, K 2XB3^fSo) JkTfim.&XWM-£titz^^=-)\s^, 7 

tiVf 1; ^-/Hfe-efcaa; (4) T?fE$*t*lf9VnWb#«j N EKfc#*tf>:s:3g*tefl^ 

y n K5 y?mL< it^ommt^izwrn^fi^zmjat^fi^ommmmo 

[0 0 8 8] 

3 7) R 15 ^ X (CYZ) a CO2 H (5£fK XtiCH 2 > O, SXtiNR 1 6 (R 
1 6 it, 7K5?M3\ Ci-eT^^;^ *^5^afeX»±Ci-6TA'*^*^3K-^afe**l* 
1-&o ) fcfcflcU YRtfZti-e^ttaaaiH, 7K^?-X{iCi-3T;v*;v^=Sr^imL 
, nliO, 1> 2XI4 3 ^fl*tSo ) M7 5 /^B&$*L7t:C 2 -i4T V -^ft"??* 
£ * ( 4 ) tf 7 v*n ^Ml, iM^S^itft^ 7"n K 9 ? ^ L < »± 

* o » k $ rm z> m i± -e- ti h <o mm n « 0 

[0 0 8 9] 

3 8) R 1 5 ff, X (CYZ) n CO2 H (55*. X(iCH 2 , O, SXIiNR 1 6 (R 
1 6 it, X&m^ Ci- 6 T;>^;vft x ^afeXttd-eT^*^^^*— ^36**1* 
■f *<, ) **I*U Y&tfz^^JMttfi:^ 7fc^^XfiCi-3T;v^;^«:jti*t 

* nliO, 1, 2Xli3 «rjftl*1-*o ) RTPT $ S&"efm*ivtz7 *.=.fr&Xl*VV V 

(4) fS$we77n>M, ttfc^OEfcHlfr*, 7"DK7^ 
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10 0 9 01 

39) R 15 ^ X (CYZ) n C0 2 H X(iCH 2 , 0, SZSUiNR 1 6 (R 

, nli0> 1. 2Xii3 £jti*1^ 0 ) X^T5;itIt$tLtf x-jv^ 7'J;H 
[0 0 9 1 1 

4 0) R 1 5 7jcm*. 7 5 7i, - h ni^if;Nn-f>^J: *9 jtfftL&M^ifc^ 
H^;i/^^rv;^T'g^$tLfcC 2 -i4TV -;^-e$>>S^ (4) T'S^ti-S Vn >ft 

[0 0 9 2] 

41) R 1 5 ^ TRm*. 7?yS, - hoM^nrvs^J: ^tftt&M&^&tf' 

H * ;V,f ^ y JVitli $ ;flfc 7 x x^illi e 'J y jVlf 2b-S^ (4) fc? 9 

I0 0 9 3] 

4 2) R 1 5 7jt«> T^y^, - b n^OVNn^^M^J: «9 ilfftt 
7J ;v ~> $ ^ ^ - -7 y ti t? U ^ 5; - ;i/^-e& & 5$ ( 4 ) 

[0 0 9 4] 

4 3) R 2 ^-7>7^^-e^$tL7tCi - 3 T)ls*)Vm~?$>2> 1) , 2) , 3) , 4) 

<o mm m k $ *l# & mx \$ -e- ti h <d ^mm m o 

[0 0 9 5] 

4 4) R 2 ^Ci - e 7;V*;i^T*&;*> 1) , 2) , 3) , 4) , 5) Xii 6 ) KfB«0 
[0 0 9 6] 

4 5) R 2 #*7jtSt-e&3 1) , 2) , 3) , 4) , 5) Xt±6) KfBfcO k*7 7*n 
[0 0 9 7] 

4 6) R 8 ^-7-7*^-eg^$*L^Ci - 3 Tfr*)Vmx~&& 7) , 8) , 9) , 10 
) , 11), 12), 13), 14), 15), 16), 17), 18), 19), 20 
), 21), 22), 23), 24), 25), 26), 27), 28), 29), 30 
) , 3 1) , 3 2) Xl±3 3) KWm.<D\£yVu>it^%, Rft^OJL&IMSfl^ fn 

[0 0 9 8] 

4 7) R 8 K1-6 T)V*)Um-?$>% 7) , 8) , 9) , 1 0) , 1 1) , 1 2) , 1 

3), 14), 15), 16), 17), 18), 19), 20), 21), 22), 2 

3), 24), 25), 26), 27), 28), 29), 30), 31), 3 2) Xi* 

3 3 ) Kmm<7) tf 9 Vn Xb-^-t?, Mb^co^Jlttft:, T^n K9 7 ^ L < lifol 

[0 0 9 9] 

4 8) R 8 1)*imx~1bZ>7) , 8) , 9) , 1 0) , 1 1) , 1 2) , 1 3) , 1 4) , 
15), 16), 17), 18), 19), 20), 21), 22), 23), 24), 
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2 5), 2 6), 2 7), 2 8), 2 9), 3 0), 3 1), 3 2) X(i 3 3) KfElfeO 

[0 10 0] 

4 9) R 1 3 W7 -ymm^tm&ZHtiC i - z T^^T?** 3 4), 3 5), 3 6 
) , 37), 38), 39), 40), 4 1) Xf± 4 2) KfSfcO t? v Vo >{k<&®, M 

[0 10 1] 

5 0) R 1 3 #Ci - e T)V*)l>m-e$>2, 34), 35), 36), 37), 38), 3 
9) , 4 0) , 4 1) XI* 4 2) lC|B«cOtr9Vn^fb^Jfe % |ft^©I^ltt#, 7 s 

[0 10 2] 

5 1 ) R 1 3 34), 35), 36), 37), 38), 39), 40), 

4 1) Iii4 2) tcfBttoe^ynWk^, f^^%0£^ltt#, T'nK^y^L 

< {4 <o 65 k n=# $ *l# * sx a * ti h o mmmm « 

[0 10 3] 

5 2) R 3 1) , 2) , 3) , 4) , 5) , 6) , 4 3) , 4 4) Xf± 

4 5) KfaftOfcT^n^ffrfrfc, Sffc^OS&Jlte'fk 7"n K? ? ^ L < Itfol 

[0 10 4] 

5 3) R 3 Ki- 6 T;V*;i^T~&& 1) , 2) , 3) , 4) , 5) , 6) , 4 3) , 

4 4) X(±4 5) \zmm<0\£y-/u>it^m, i^OS^Ittft, 7*nK5?^t 

[0 10 5] 

5 4) R 9 #*#JK^-C**7) , 8), 9), 10), 11), 12), 13), 14 
K 15), 16), 17), 18), 19), 20), 21), 22), 23), 24 
), 25), 26), 27), 28), 29), 30), 31), 32), 33), 46 
) , 4 7) 1(44 8) fciBtt© fc? ^ Vn >ft&®, i^^tf©S^Itt#:, t*dK?^ 

[0 10 6] 

5 5) R 9 i — 6 r;v*;vg-e£;g»7) , 8), 9), 10), 11), 12), 1 

3), 14), 15), 16), 17), 18), 19), 20), 21), 22), 2 
3), 24), 25), 26), 27), 28), 29), 30), 31), 32), 3 
3) , 4 6) , 4 7) XI* 4 8) IZ^WUD tf 7 Vn >lt/g-^, ift^!|©S^ltt#:, 7 s 

[0 10 7] 

5 6) R 1 4 #*3&H(?-e**3 4) , 3 5) , 3 6) , 3 7) , 3 8) , 3 9) , 4 0 
), 41), 42), 49), 50) 3U4 5 1) KBio fcf? Vd »-fb#»4> 

[0 10 8] 

5 7) R 1 4 Ki- 6 T/U*/HfeT?** 3 4), 35), 36), 37), 3 8), 3 
9), 40), 41), 42), 49), 5 0) I(i5 1) KIBttOfcT? Vn ^b-frUK 

[0 10 9] 

5 8) R'Ki-e T^^r^3feT»flt*$*LfeC2 - ! 4 7'J-^1?*4 5 2) XJ± 5 

m\zim^fin^mjL^fih<ommmmo 

[0 110] 
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5 9) R 1 ^Ci - e 7;v*;^^®m$ft£7^-;v^Xl±fcrv v;i^T-&& 5 2) X 
J4 5 3 ) KIBIftoe? v'n ^b-g-%, ^-fk^#<^S^M14#, ~fv h'y y 7% L < it^D 

[piii] 

6 0) R 1 i*Ci - e T^*^3fe-eit»$*L/i^-i->H6 % 7';^*XttliV^=** 

^® L < i4 * o E£ 69 k |^ £ ;ft^ * fflx 14 * *l o % 0 
[0 112] 

6 1) R 7 ^Ci- 6 7^^^itii$af:C 2 - i 4 7'J-;Vit*^5 4) Xti 5 

89 ti# & txn * *l ib <ommmmo 

[0 113] 

6 2) R 7 ^Ci-6 7^^^*-CflMfe$*Lfc7 Jt-^*Xli^V 5 4) X 

(4 5 5 ) KKiRo kT9 v*n tiLtt&mn^Mm&fo 7°n K?7^L< 14-ttf) 

89 k $ *i# & &x ^- *l h <d mmamo 

[0 114] 

6 3) R 7 j& ? Ci - e 7;V*;V*-Cg&$ftfc^J^;i/3^ 7 U /1/&3U4 fcf U ^^-^36 
XI4 5 5) KIB^O tf 7 Vn >"fb^%> ^b^%£>£^lltt#. ynK5«; 

[0 115] 

6 4) r 1 2 t& ? c 1 - 6 T)i>*)vmx-m&ztitiC2 - 1 4 ry-zi/afe-e** 5 6) xj4 

89 $ tt# & M.X it *l 5> O % o 
[0 116] 

6 5) R 1 2 /5 S C i - e 7 ;l/4r ;V^T-g^ $ Ktz 7 jl- )V&Xi± fcT V v>/HkT?$> <£ 5 6) 
3L»4 5 7 ) KmWHD k*7 7n >M> K-fb^OS^tt^ 7n K 7 y 7% L < tt*- 
© EX 89 iz ft$ $ tt# & &X t± -e ft S> © MfDfo 
[0 117] 

6 6) r 1 2 i - 6 7 ;n-et ti^f x^^i, 7 v ;v3£x*4 1? v w—fr 

*-e&&5 6) X14 5 7) (:gf«e7 7n>^, ift^ftoi^Ittf, ynK? 

•7^t< it*<onmmz&m-ztmz®3Lit*tib<nmmmmo 

[0 118] 

6 7) R 1 ^/N n ^>I^ff ft§ Jl/: C 2 - i 4 7 'J - ;H"e* S 5 2 ) Zli 5 3 ) iz 

^ $ *l» & i&X {4 *L <b CD Mfn% o 
[0 119] 

68) R 1 ^^ur>W^X-m^titz7 ^-)VmXit^ U -^/l/**?** 5 2) Xt4 5 3 

$ =m# a ^x f4 * n h <o mmmm 0 

[0 12 0] 

6 9) r 1 ^nr>JK^-eia*§*tfc^j.-A/* % 7U^*Xf4tfu^^-;Hfe-e*>* 

5 2) XI4 5 3) HSB«oe9Vn>^<» N Mfb^%OM#l1±#> 7nK7^fL 

< \t * <o mmm izwm * a *ax »4 *l & o»«^o»o 

[0 12 1] 

7 0) R 7 ^ny>H^fI$^C 2 - 1 4 7'J-;Hf$>S5 4) Zli5 5) K 

tm<7) e 7 7n >it&m, mt&moK&m&it. w k? ? ^ l < t±-e<D^89^it 

#$fr#£:&X«^*t^^fn^ 0 
[0 12 2] 

71) r 7 tf^vryw.^X'mWk-ztifcy ^-fr&xn^v 5 4) x«5 5 

) fclESt<0 t?9 7n 5"ffrfr(fe, if^tlOlfitt^ 7n K5y^L< J4-?-olS^89 
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k $ a# & tx tt tt h <d mmm^o 

[0 12 3] 

7 2) R 7 ifi^urz/u=f--ew&%ftti<f-x--fr^ 7 »; ;v*X{±tfV r^-^at-c** 

[0 12 41 

7 3) R 1 2 ^Nn^>M^--ettm$tt7tC 2 - i 4 7';-;vit|,§ 5 6) Xli5 7) 
[0 12 5] 

7 4) R 1 2 ^^^^^^^ : •T*em$tt7t7^-;^^X{it: 1 ; ->';V^-C*^, 5 6) Xfi 5 

ift $ tm & t± ^- ft h n%o 

[0 12 6] 

7 5) R 1 2 n f > JCT-TMMfe $ frfc ^ 7 'J l± tf U ^ V - )Vmx* $> 

^56) Xit 5 7) KfB^Ofcf^ Vn ><ffr£W, IMOS^iff, K7 3> ^ 

[0 12 7] 

7 6) R 1 &7ymm?--?fl&ZtitiCi - 3 7;v^r;i'i-ef^$fLfcC2 -nT'J- 
^36T?*S 5 2) X*4 5 3) t:|5«oe7V*n>M^ iM<OIlEltt#, 7~n F 

[0 12 8] 

7 7) R 1 j&*7 y mJM.^-X-W^ttfz C 1 - 3 7^*^|*?fifc7x-^JfeXli £ 
'Jy>M^5 2) Xii5 3) KfB*«> t' 7 yn Mt^tOSIIttf, 7 

[0 12 9] 

7 8) R 1 /6 s 7 y mm.^-CW&ZtLtz C 1 - 3 T fr*Ju&'cm&ztLtz<f-x--A>& 7'J 
;v^X{±tf V 5 2) 3lfi5 3) tc|B«oif9 Vn Wfrfrftu mk&%0<0 

[0 13 0] 

79) r 7 #7 7M^f^$ti/,:Ci - 3 r;v^;vmt?e^$^7tc 2 - 1 4 ru- 

;Vit^S5 4) Xii5 5) HfBmotf^VnXb^tJ, Mb^feOSf^tt^ 7"n K 
[0131] 

8 0) R 7 ^yymm^X-W^fifzC 1 - 3 T^^r;^T»g^$tL^7^-;v*Xf±tf 
'Jv>l^J5 4) Xli5 5) iCfBmcoif 7 Vnyik^m, Ift^OS^tt^ 7 

[0 13 2] 

81) R 7 * ? 7^*^T*a^$tL^C 1 - 3 T )VmX~W$!:Ztlfzr^-)Vm, 7 V 

;viXiit''J^-;vit^S5 4) Xf±5 5) lzmm.o^7^v>ik&M, mt^%(o 
SMm*Lfo, -fu K7 y 7%L< ltZ<DmM&!lzWf&Zim2>i&Xtettib O^fn^o 
[0 13 3] 

8 2) R 1 2 ^^-^fJI^T-ft^^Ci - 3 7^*;VS-effi&£*L*:C2 - 1 4 7V 
-;Ht'*l.5 6) Xfi5 7) ^fS«Ot°7V*n^^%. M-fb^^S^tt^ 7** 

[0 13 4] 

8 3) R 1 2 ^7 7f^t'l^^Ci - 3 7;v*;i^T*g&£fr£7^-;i^;5Ui 
t?V v;V&T-&& 5 6) X&5 7) ^tBmoe^ynXb^, if^t^I^Ittf, 

[0 13 5] 
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o 

[0 13 6] 

8 5) R 1 t6 s C : - 6 7;V^;V^fi^$^7Km*T'gm§^C 2 -m7'J-;H 

L < (± <7) MM 6*7 K £ *t# £ J^X t± *t £ 69 o 
[0 13 7] 

;vit^^5 2) 3U±5 3) ^IB^cotf^VnXb^-t/. K 
[0 13 8] 

8 7) R 1 &Ci - e T;v^;mt?a^$tL^7K^36-e®3ft$fL3t^a.-;^ 7 i; 
Xf± tf »; ^y^;Ht^ Xfi 5 3 ) My /n >it&gs^ &ft&m<DEM 

[0 13 9] 

8 8) R 7 Ki- 6 7;v^;v*-e®^$tif-7jtm^@&$a*:C 2 _ x 4 T ij 

5 4) Xii5 5) ^ie«<7)tf9V*n^^^, M^^Sflttft, 7>n K? y 

[0 14 0] 

8 9) R 7 #Ci- 6 T;v^;i/^gm$^7Km*T-sm$^7i-;v*Xfieu^ 
^■C*4 5 4) Xf±5 5) tcfB«Otf9yn><t;^% % &ft&m<O^Mm i && > yn K 

[0141] 

9 0) R 7 #*Ci - 6 T^^^-eg^^^^m^-eS^^tL/c^JC^^^ 71; 
Xttfcfy 54) Xt±5 5) t:IB«0^7y*n>ffc^, lMi©st 

[0 14 2] 

9 1) R 1 2 ffC 1 - 6 T^^;v^-eg^$;fx7c7jcm*-e«m$tL7tC2 - 1 4 7'J-;v 
[0 14 3] 

9 2) R 1 2 # ? C i - 6 T)V*)l<&x-W&Ztitz7mm^W$kZtifzyx.-)]smXl±VV 
■^it^^5 6) 3U±5 7) KfBmc9fc?7 Vn^fl^tK ^b^%OSl^tt#. 7°u 

[0 14 4] 

9 3) R 1 2 Ki- 6 T;i/^;Hfe-eg^$tL7t7Kmife-ce«l§ttfef-Ji-;v^ 7 y ;v 
*Xf±tfV ^y-;v|ST»*S 5 6) X(i5 7) Kfem<£> tf v v*n Wb^K lMttf5S 

^Htt#, "/n K 7 -7^L< (±-eo^^tcif#$tL#^,^Z(i-?-^<b<7)«»o 
[0 14 5] 

9 4) R^Ci-e Tfr^jvmxmi&ztitzTz ym-cwwkztitzcz - i 4 rv-;v 
y l < « <o mm & k wmztinzmxii^tibo mmm^o 

[0 14 6] 

9 5) R 1 /6 S C i - 6 7;v*;i^-eW&£;?x*:7 5 ymx-Mm^fitzy 3L-)vmXit^V 
P)l>mx*$>2> 5 2) Xfi5 3) i:fB«0^7ynv{^!|, ift^ft<DS^Hf#, 

[0 14 7] 

9 6) R 1 **Ci - e 7**/l/£-T*ttJfc$*LjfcT3 ^I^fj|§^fx-;vi % 7 i; ,v 
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*Xt±t?U 5 2) Xii5 3) tc|H«cOtT9^nXk^, 

[0 14 8] 

9 7) R 7 ^Ci-6 7Ju*n<&-?m&z*'fcT$;m'?wmztitiC2 - i 4 7V-;v 

[0149] 

9 8) R 7 1-6 7 JHT"HI$ tif;7 5 7 Iflt $ tl/t 7 x - tf <J 

[0 15 0] 

9 9) R 7 - 6 T fr*fr&^W&Z*,t:7 $ S tifc?-^- 7 V JU 
3fcX»±tf U ^$7- 5 4) 3U4 5 5) t:|Bf(Otf9Vn>f^!|, Wtfk&V!J<DK 

[0151] 

100) r 1 2 #Ci - 6 T/^/Hfe-cwftSfLfcrs yi-et^$^c 2 - a 4 TV 

-^3fe-C**5 6) X«5 7) fclBttOfcf? v*n>"fb^t>s R-fb^%<0E3EHtt^ 7n 
[0 15 2] 

101) r 1 2 #ci - e 7^*^*-eijfe$^7? ymx-mm^fifzy^=.)vmxit 

\£ U 5?/Hfc-C* & 5 6 ) Xli 5 7 ) tesB«© e?'/n tft^tOS^Ittf, 
[0 15 3] 

102) r 1 2 Ki- 6 T;v^;i/^-eit^$^r 5 y*TMMfe**tfc ? 

y ;v^Xfi tf »; ^v-;v|feT-& * 5 6 ) Xtt 5 7 ) fclBtto tf 9 7n 

o 

[0 15 4] 

10 3) R 1 *»Ci - 6 7)\'*fr*)V#~)vm^U&2jxtz?mi&^W&-£titzCz - 1 

> "/n K9 y F%L< &Z<DmmMKW?^Zti'&ZMXi±^Kb<Dmimi%lJo 
[0 15 5] 

104) r 1 #Ci - e T;v^^^;i/^-;v*-e«^$tt7t^cm*-egm$^7i^;i' 

*xti tr y y * 52) xi* 5 3 ) Kiemo tf 9 v n m^^sMM 

[0 15 6] 

105) R 1 1 - 6 r;v^^*;v^;m-cgjfe$^7Km**e«m$tL7t^^~;v 

7V fr&ximv ^v-^rn^^^ 5 2) 30*53) kib^o n° 9 vn m 

[0 15 7] 

10 6) R 7 # $ C i - e 7)V^)Vij)Vi^^)V^m.^i-Ltzim.^m.^fitzC2 - 1 
4 7V-;Ht*^ 5 4) X(± 5 5) CfBtOt^ynv^ilv ®tfb£-4&«>SgEJIte<ft: 

[0 15 8] 

mxitv v vfr&"Qjb& 5 4) 31(4 5 5) i::!em<^9 vn^t/g-^ mt&m<o^M¥k 
yn K9 ?y%L< i±^<ommmzfF®-ztinzmxte*tih<DmfmaWo 

[0 15 9] 

10 8) R 7 ^Ci - 6 T;v%^*;v^~;i/^@|fe$fL^7Km*"t?®m$^^^~;v 
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7 y tf y ^y^^it^ ^54) Xl± 5 5 ) £|E«o tf 9 v*n yft&m, m 

[0 16 0] 

10 9) R 1 2 ffC i - 6 T^^f^*^>J?=.^3feT?«3j|$fLfc*»afe-e«3fe$K*:C2 - 
i 4 TV-^*-e*4 5 6) 3114 5 7) KfZM<D tf 9 V*D Wb^tK M^OS^tt 

[0161] 

1 1 0) R 1 2 ifiCi - 6 T^*A/*^4f-^a6t?«jft$*tfe7KK3fe-C«tft$^fc7i- 

;v^Xfit?u ^afe-e** 5 6) xti5 7) Kiemotf^v-n wb^tK Wfc&fywsM 

[0 16 2] 

111) R 1 2 t5 s C i - 6 T)V*)V*)Vtf~)]s&x~W&Zivtzim.^WWkZtifz^^- 
7 V )vmxi± e y yy^;vgt^^ 5 6) Ili57) KSBIfto tf 7 l/o >ik&®, 

[0 16 3] 

112) R 1 #Ci - e r^^^*;V,f-^i-Cft$afc7^ 73£-e«&$*utC 2 - 

i 4 7'J-^It*S5 2) 3U4 5 3) i:f2«Otf7yn>Mt, ©Sgg*!* 

[0 16 4] 

113) R 1 Ki - e 7^^*^/#-^f ft$Jifc7 5 y*Tl*S^7x- 
;v*3U4 tf y v;i^t~&& 5 2) Xi4 5 3 ) teffilft© k'77n Wb-g-^K UHk&tbvsm 

[0 16 5] 

114) R 1 - 6 T;v^;v*;v**-;i/*-t?em$ttfcT5 y^-eg^^tt^^^— 
7 y ;vgsxt4 tf y ^7-;i/*-c&& 5 2) 3U4 5 3 ) ciamo tf 9 Vn >ik&m, 

[0 16 6] 

115) R 7 #Ci- 6 7 jv*^;HT-f i$ iit 7 ^ s&x-W&ZtitzC 2 - 

1 4 ry-^as-e** 5 4) 3^455) ^fa^otf^vn^^^ Hft-frWoEjeiMt 

[0 16 7] 

116) R 7 #Ci-6 7 ;v ^ * ;i/ **- ;H-ef 51 $ tif: 7 5 7 Itt^ $ ii^ 7 x - 

>nfeXfit?y 5 4) xtus) tdiamotf^vnxb^. mft&mosm 

[0 16 8] 

117) R 7 Ki- 6 T^^r;v*;v**-;vafe"Cism$tLfeT5 y|fet?aife$^^jicz 
7 y ;v^xt± tf y ^ v'^;v3£-c£> 454) 3U4 5 5 ) CE«o tf 7 7*n >{k&b^ 

[0 16 9] 

118) R 1 2 #Ci - 6 7;^;^;i/*^;v^T-g&£ft£7 $ySTft$^C2 
- 1 4 7'J-;Hn^5 6) Xtt57) ^SBttotf^VnWfc'&W^ i^^I^H 

[0 17 0] 

119) r 1 2 3& s c 1 - 6 7 )v$-)v&^w&ztirzT $ s m-em&ztitz? j. 
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Q 3 i 


3 4 6 
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H 
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H 


Q 3 k 


3 4 8 


Aim 


Me 


H 


Q 3 1 


3 4 9 

xJ "T %t 
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H 
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Me 
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Aim 
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Me 


Q 3 h 
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Xj %J %J 


Aim 
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Me 
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Me 


Me 
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xJ \J JL 
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Me 


Me 
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Me 
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Me 
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Q 3 m 
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Me 
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[0 19 7] 

13 5) 1) X~mZti2> hnV*WVHr^ -flHfcfltffflo 
[0 19 8] 

13 6) 2) ^-S h o > > H: ^ ^ -ffitt^lo 

[0 19 9] 

13 7) 3) -e^£*L& }>U>tf#x.7-yU*:7?- : fi5]±ttMo 
[0 2 0 0] 

13 8) 4) X*0.Zft>2> yv>tf#^r>l'*7*-1&&ftfflo 
[0 2 0 1] 

13 9) 5) T-St$*i& hn^#*i^->V"fe'/^-iStt<WJo 
[0 2 0 2] 
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^#$12 0 0 3 - 2 8 5 3 1 6 ^ ^-v: 121/ 

® 140) 6) x*m-zti& bn^^xfy u*-?*-mmtMo 

[0 2 0 3] 

14 1) 7) T?*$*t* hn^^Jt^-^Hr^^-fiHtflSjWo 
[0 2 0 4] 

14 2) 8 ) b n y tftf^f- >Hr^ -fStt^Jo 

[0 2 0 5] 

14 3) 9) -C^^tL^ hn>##xf^ V-f/^-^tt^Jo 
[0 2 0 6] 

14 4) io) -c^$*ts Yuy^^yv^-f^-^mmu 

[0 2 0 7] 

14 5) 11) "C^StiS hv>#tfz-*J->l'*'7*-fe& J lkMo 
[0 2 0 8] 

14 6) 12) Yu>tfi$x.+ >V*79-mm)CMo 

[0 2 0 9] 

14 7) 13) T?f£$tL* h n V jH#xf '/ H:^^ -SWbSlo 
[0 2 10] 

14 8) 14) t?3t$*LS Yvy#*°^>v*.~7?-%imYMo 
[0211] 

14 9) 15) T?^$*L& hu>tftfx.r>\s*zf*-m&ikMo 
[0212] 

15 0) 16) W Is*-? 9 -ffi&itMo 
[0 2 13] 

15 1) 17) -C^$*t.S Yuytf#^yv*79-mmkn<> 
[0 2 14] 

15 2) 18) -C*§ *l£ h n > **|if >l/-b^ — MttftStto 
[0 2 15] 

15 3) 19) T^SfL* ho>7K^jc^^Hr-/^-S14^Jo 
[0 2 16] 

15 4) 20) -emzftz V is t-ff-femkMo 

[0 2 17] 

15 5) 2 1) ^&ZK&hviy#tfx.1->}s*-79'-m&{mo 
[0 2 18] 

1 5 6) 2 2) -emzftz hvy##x.*f-y v**79-fcteAm\o 

[0 2 19] 

1 5 7) 2 3) -CSfcSfLS bn^^^l^^-M^b^Jo 
[0 2 2 0] 

1 5 8) 2 4) -e*fe$*L* > n > ##xf y Hr ^ - fittfl^Jo 
[0 2 2 1 ] 

1 5 9) 2 5) "Q£tZti& h uytftfjuf-y 9 -m&ikMo 
[0 2 2 2] 

1 6 0) 2 6) -zmztiZ htiy^^^yu±^9 -m^ikMo 
[0 2 2 3] 

16 1) 2 7) Foy^xf >l/^r^-jgMio 
[0 2 2 4] 

1 6 2) 2 8) Yuy##^y\s*>'7&'-m&<kMo 
[02 2 5 1 

1 6 3) 2 9) ^ZtL&Yuy#tf^yv*-79-m®.imU 
[0 2 2 6] 

1 6 4) 3 0) hn^#4fJ.f->Hs^^-ffittflUBlo 
[0 2 2 7] 
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16 5) 3 1 
[0 2 2 8 

16 6)3 2 
[0 2 2 9 

16 7)3 3 
[0 2 3 0 

1 6 8) 3 4; 

[0 2 3 1 
1 6 9) 3 5; 

[0 2 3 2 

17 0) 3 6 
[0 2 3 3 

17 1)3 7 

[0 2 3 4 
1 7 2) 3 8! 

[0 2 3 5 
17 3) 3 9 

[0 2 3 6 
17 4) 4 0 

[0 2 3 7 
17 5) 4 1 

[0 2 3 8 
17 6)4 2 

[0 2 3 9 
17 7)4 3 

[0 2 4 0 
17 8) 4 4 

[0 2 4 1 

17 9) 4 5 
[0 2 4 2 

18 0)4 6 
[0 2 4 3 

18 1) 4 7: 

[0 2 4 4 
18 2) 4 8 

[0 2 4 5 
18 3) 49 

[0 2 4 6 
18 4) 50 

[0 2 4 7 
18 5)5 1 

[0 2 4 8 
18 6)5 2 

[0 2 4 9 
18 7)5 3 

[0 2 5 0 
18 8)5 4 

[0 2 5 1 
1 8 9) 5 5: 

[0 2 5 2 



flf H 2003-285316 

X0iZti& bn ytftfjL?- y l/^y^- 
X^fi^> hn>***°xf >l/-b^- 

x^fih Yuy^^'^yv^-r^- 

X^ZtlZ hvytf^JL^-y 
X^ix^> Y u y tftf^ > U-t7? - 
-C^£*l& Yuy^^z.^-yv*.'??- 
X&ZH& Yuy^'^yv^-f^- 

xmztiZ Y u y z.^- y v 
X^ZHZ hnv^'xf 
xm^ttZ hny^xf yv^^- 
xmZft2> bn^^fxf^H:^- 

xmZtiZ bn>,f,fxf>H:^- 



122/ 
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19 0) 5 6 

[0 2 5 3 
19 1) 5 7 

[0 2 5 4 
19 2) 5 8 

[0 2 5 5 
19 3) 5 9 

[0 2 5 6 
19 4) 6 0 

[0 2 5 7 
19 5) 6 1 

[0 2 5 8 
19 6) 6 2 

[0 2 5 9 
19 7) 6 3 

[0 2 6 0 
19 8) 6 4 

[0 2 6 1 
19 9) 6 5 

[0 2 6 2 
2 0 0) 6 6 

[0 2 6 3 
2 0 1) 6 7 

[0 2 6 4 
2 0 2) 6 8 

[0 2 6 5 
2 0 3) 6 9 

[0 2 6 6 
2 0 4) 7 0 

[0 2 6 7 
2 0 5) 7 1 

[0 2 6 8 
2 0 6) 7 2 
[0 2 6 9 
2 0 7) 7 3 
[0 2 7 0 
2 0 8) 7 4 
[0 2 7 1 
2 0 9) 7 5 
[0 2 7 2 
2 10) 7 6 
[0 2 7 3 
2 11) 7 7 
[0 2 7 4 
2 12) 7 8 
[0 2 7 5 
2 13) 7 9 
[0 2 7 6 
2 14) 8 0 
[0 2 7 7 



2003-285316 

X^tt^h hn>jK,fxf>Hry^- 

t?^$tL^> bn'/^xfvH:^- 
-T?^S*i& hn>^xf>H:^ 



123/ 



-iStt-fkslWo 
-iStt-fis*. 
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2003-285316 ^ ^-v : 124/ 

2 15) 8 1) -emZtlZ hnysKaKct^^Hry^-®tt'fk»Jo 
[0 2 7 8] 

2 16) 8 2) hn^##xf'/ Hr-/*-JSttfl:3Wo 

10 2 7 9] 

2 17) 8 3) T'^$^-2, hD>^fxf> Hry^-jSWJo 
[0 2 8 0] 

2 18) 8 4) -C^S^L* hn>#jJfa:f->l/-fey^-iStt'ffc-Wo 
[0 2 8 1] 

2 19) 8 5) T?^$*l& hn^^jKi^^Hr^^-ffitt-fbSflo 
[0 2 8 2] 

2 2 0) 8 6) T^SfLa >#4?xf> Hr:/* -flHfrfltfWo 
[0 2 8 3] 

2 2 1) 8 7) "C^cStLS hn»J?#xfV V-fe"/* -flHkft&lo 
[0 2 8 4] 

2 2 2) 8 8) -CWLZttZ h n > ^*'xf > -ffittftio 
[0 2 8 5] 

2 2 3) 8 9) X^ZtiZ lu>tftf^<f->U*7?-%imm o 
[0 2 8 6] 

2 2 4) 9 0) -C^Stt* bn^^^^^^V-ty^-^tt^Jo 
[0 2 8 7] 

2 2 5) 9 1) -C^cSfra > D V^fxf-V V^T"^ -ffittm 
[0 2 8 8] 

2 2 6) 9 2) "C^S fi^>n> VH:^ -flftt^Jo 

[0 2 8 9] 

2 2 7) 9 3) -emZtlZ Yu>##^3->Uli7?-T&mtMo 
[0 2 9 0] 

2 2 8) 9 4) I/*:/* H&ttttjMo 

[0 2 9 1] 

2 2 9) 9 5) t^Stt* Yuy u*zf?-m&ikMo 
[0 2 9 2] 

2 3 0) 9 6) t?*$^-5> Yv>#tfx.^>U*7?—m&ftM 0 
[0 2 9 3] 

2 3 1) 9 7) T&SfLa Yu^tfX^yV^Zff-temZftU 
[0 2 9 4] 

2 3 2) 9 8) tl& V u y i&iSz-i- > U*z7? -mfettMo 

[0 2 9 5] 

233) 99) -e^sata yvytftf^yis^yf-tsmtMo 

[0 2 9 6] 

2 3 4) 1 0 0) X~%Z*l&Yv>tf#^>l'*79- ; fc®Akn o 
[0 2 9 7] 

2 3 5) 1 0 1) X^Ztizyuytftf^yv^P-mmYMo 
[0 2 9 8] 

2 3 6) 1 0 2) t^Wfn^ ^xf y V*. -f9 -m^Mo 
[0 2 9 9] 

2 3 7) 1 0 3) X*mZtl%> U*-7?-m&imo 
[0 3 0 0] 

2 3 8) 1 0 4) T?£$*L* hn>^#A?-^*;7*-J&tefta!lo 
[0 3 0 1] 

2 3 9) 1 0 5) ^&Zix&Yuytftf^yU*7?-m&ttMo 
[0 3 0 2] 
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2 4 0) 

[0 3 
2 4 1) 

10 3 
2 4 2) 

[0 3 
2 4 3) 

[0 3 
2 4 4) 

[0 3 
2 4 5) 

[0 3 
2 4 6) 

[0 3 
2 4 7) 

[0 3 
2 4 8) 

[0 3 
2 4 9) 

[0 3 
2 5 0) 

[0 3 
2 5 1) 

[0 3 
2 5 2) 

10 3 
2 5 3) 

[0 3 
2 5 4) 

[0 3 
2 5 5) 

[0 3 
2 5 6) 

[0 3 
2 5 7) 

[0 3 
2 5 8) 

[0 3 
2 5 9) 

[0 3 
2 6 0) 

[0 3 
2 6 1) 

10 3 
2 6 2) 

[0 3 
2 6 3) 

10 3 
2 6 4) 

[0 3 



10 6 
0 3] 
10 7 
0 4] 
10 8 
0 5] 
10 9 

0 6] 

1 1 0 
0 7] 
111 
0 81 
112 

0 9] 
113 

1 0] 
114 
1 1] 
115 
1 2] 
116 
1 3] 
117 
1 4] 
1 1 8 
1 5] 
119 
1 6] 
1 2 0 
1 7] 
12 1 
1 8] 
1 2 2 
1 9] 

1 2 3 

2 01 

1 2 4 

2 1] 
12 5 
2 2J 

1 2 6 

2 31 
12 7 
2 41 

1 2 8 

2 51 

1 2 9 

2 61 

1 3 0 

2 71 



003-285316 
X^£ti& h uy^^j^f-yu^^i 



125/ 



-eststLS ha^^xf>i/.fe^- 

xmztiZ ho>^xf>H:^- 
•C^$^^> hn>##xf^Ht^- 

xmztiz Yuytftf^yv*.-?*- 



f&1£<b#Jo 
Sttlb^Jo 

«1±<rb3>J 0 

-i&tt'fbaio 
-fStt'fb^Jo 

-^14-fb^Jo 
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2 6 5) 1 3 1) t?SESft* hn^^jcf-^Hr^^-flHt^Jo 
[0 3 2 8] 

2 6 6) 1 3 2) TSftSih,* bnv^xf >Hr^-iftfl^i| 0 
[0 3 2 9] 

2 6 7) 1 3 3) fn>*W> V-t -fSte-fb^Jo 

[0 3 3 0] 

2 6 8) 1 3 4) T?*$*L* hn>#*j.f->Hs-/^-jgttflSi«o 
[0 3 3 1] 

2 6 9) 1 3 5) 2 6 8) Offl^XttS: ( 1 ) > 5* ( 2 ) , 5* ( 3 ) Xt±5£ (4) 
[0 3 3 2] 

2 7 0) 1 3 5) *6 2 6 8) Ofa*L;G0lM:aft ( 1 ) ^ 3* ( 2 ) „ ^ ( 3 ) XttsS (4) 
[0 3 3 3] 

(i) < ^ (2)^(3) xi±$: (4) T^$*iMb^t±. \>xt<d^m 



#SPJi<7>5£ (1) ^ 5ft (2) , * (3) Xttaft (4) T*^£ fc? y \Tu 



#S&9!tf>5ft (l),5ft(2),5ft(3) Xfisft (4) T?^$*i.;Mb#»tt. d&KKjSC 



[0 3 3 4] 
Kb 1 5 ) 




[0 3 3 5] 



[0 3 3 6] 



miE# 2003-3103295 



12 0 0 3-2 8 5 3 1 6 ^ ^- v : 127/ 

[0 3 3 7] 

Wk1r Design of Prodrug(Elsevier, Amsterdam 1985) KIS^S ittv^ 

iS*B^*«5i:*£(B$*a£ t J: o 7 y ^ v i n taiTxi K 
9 y S *t& 0 7"DK5?^tt T# Cff * L^7y;vt^yfcLT {±-0COC 2 Ifc , - 

0C0 (t-Bu) , -OCOCi s Ha i , -0C0 (m-COa Na-Ph) , -OCOCHa CH 2 C0 2 Na, -0C0CH (NH2 ) CH3 , -OCOCH2 N ( 

ch 3 ) 2 azwibifhtiZo ♦ftw^tift^r? yat**-r*»^i±x 7^i 

£ff£Lv»7 5 KfcLTtt, -NHCO(CH 2 )2oOCH3,-NHCOCH(NH 2 )CH3 ^5*2Mf «b fr£ o 
$*L**^#^Sftj.^9'^ J ? , l, 2-**v»l±l, F<^jlt7JV3-;Vt 

[0 3 3 8] 

ho> sJ?#j^ -f&te-fkau ^1±^JOSl^tt#:. 7°n K9 y 

wm-n, m&mm*> & ^ t l T&^-e § & « « 1 tu, * 

m&m. mmm. mmm. mmm. *~T4yymttx<Dmmj*®.m-$-z>z.t 
mo* 0 ftawoaanMt-frtfC t^-eiso sci&rtst^-f t-cis:#-r& 

nei/^'J iro»#S!l$rv» L,»**I&aU p HH»J, *3Kffc*K ftS&ftott& 

[0 3 3 9] 

tfSHr/SA©*^ igOS«l**vM±aj»F«3«;4.-ci±0. 1- 1 0 0 0mg/k h/BSJS^ 
[0 3 4 0] 

tBliE# 2003-3103295 




f$m 2003-285316 ^ ^-v* I 128/ 



[0 3 4 1] 

5£ (1) „ ft (2) , ft (3) Xti^: (4) •eJfe$^*tf9VnXk^l±, ft (3) 
[0 3 4 2] 

Mb l 6 ] 




[0 3 4 3] 

1^7 Vn^(III)t±^O^lC«t O^-Ci^ (Syn. Comm., 20 (20), 3213 (1990) „ Chem 
.Ber., 59, 320 (1926), iionatsh. Chem. , 89, 30(1958) & if) » Wi&p— >r Y^^T^m (I 
I) KKV7*J>M (R 7 NHNHz (I) *^<om.) ZffiM^-CMMi-ZZkKX'Ofrfc 
?^ii:«:i:^i4o i*L&*T->^5>fK (R 9 COCl) ( 
(R 9 CO) 2 0) \zx *) r->;WbL (IV) tu ^t^*t>M*^A#« 
S £ fc & if X «9 "7 V - * i" -2) £ t X 4 - T ~> ;v - 5 - t: K n * M 9 V - 
(V) *fti:i:55»T?l4, 4-*;^5;V- 5-t FD^yti7/-JH (V) (R 9 
= H) (±> tT?Vny(iii)*POC 1 3 -DMF-Cl£.$*l»it^^:J: «9#^dfc 

ziLht\L y?*j vm (r 1 0 conhnh2 (vi) *?z<dm) *&mKJ&£ 
ximnft&Tmm't'etimmw-tzzttzx ^ i^m^^iJo k 7 

v K (VI) O^jjt^ft LT i±mro X 7 ttWMdM<Ol3&&m h *iT v> 2> o 
[0 3 4 4] 

1) ->>^f 'f 3 5a-^-^>3>X, 28 (7) 1 2 2 3 - 1 2 3 1^-7 (l 
9 9 8^) (Synthetic Commun. , 28 (7) 1223-1231 (1 
9 9 8)) 

2) #"7* Vfxf^- 1 2 2 5^-v (1 9 4 8) (J. C 
hem. Soc. , 1225 (194 8) ) 

3) *J*- + fr ^5*;V Vtif^-2 8 3 M-^ (1 9 5 2) (J. Ch 
em. Soc, 2831 (1952)) 

4) i^I0 3/7 3 2 8f^>7l/y> 

5) B*^lie8 8^5t7 3^-^ (1 9 6 7) 

6) V^—ffr *7 ^fnfO'J^ ^$*M>-, 28 (17) 17^-y ( 
1991) (Journal of Heterocyclic Chemistry, 
2 8 (1 7), 1 7 (1 9 9 1)) 

[0 3 4 5] 

*ftmik-£WtemM>®i& x ^k&®&0>wxmmmm£k j ?mmte x zmmz. xt)nr } 
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■7 ^ SM^nvf- ^77^ - (HPLC) , IM^ovh^7 7^ K* 

(lc-ms) i9»M-r^^ t^nrtg-c^^o 

[H*fc#!l] 
10 3 4 6] 

ITt: HifeM £ ^ L & s€ Wffl iz m.W 1r £ H)K W (± - ti h mMM K Rjfe $ ft 
[0 3 4 7] 

*±JjaT*as«[#:^nvh^7 7>f MMfrtir (LC-MS) O««F^lBO«0Se*fr 

»5A : Waters XTerra MSC18 4. 6 X 50mm 
$Jt& I H 2 0:CH3CN=85: 15^15:85 
[0 3 4 8] 

X. 03§r&)&M<Dlt&mte, WO01/34585 OgSJfefll 2-5 (12-14^-y 
[0 3 4 9] 

2, N* — (1- (3 -**f-fr- 5 -**V- 1 - (4-3- 
K7i- ;V) -1, 5 -yt KD- tf? 4 — fV7*>) -J^;v) -HK5 v K 

1- (5-tKn^fv-l- (4-3-K7x-;v) -3-^f^-lH-k°7 V*- ;v 
-4--f;V) -i * y >1. 03g(3mmol) £: 2 , 4-yt K n # *>3cJft#BE t h*7 5? K 505mg 
(3mmol)^DMS050mHrm»L85 < CT-9B#^m#]Ejn^L/io * n n 

,t;Wx-T;vJ: 0 W&H1-&£ fcfc* •) BftJ%£»'feO@» £ LT1.39g(l»94% 

[0 3 5 0] 

^-NMRCppm in DMSO-de) 

8 = 2. 36 ( s . 3 H) , 2. 42 (s, 3 H) , 2. 54 ( s > 3 H) , 6. 36 (t 
, 1 H, J=2Hz) „ 6. 40 (d, 1 H, J= 2 Hz) > 7. 68-7. 76 (m, 3 H) , 7 
. 8 6 (d> 2H> J=9Hz) 
LC/MS 

r =4 9 2. 2 7 (2 . 8 8min) 
[0 3 5 1 ] 

3, 5-^tKn*5/$AfH N' - (1- (1- ( 4 -tert-^;V7 i-;V) -3 

5 -*#y- 1 , 5-yHFnf7V , -;v-4->f'Jf> / ) -tK 

1- (1- (4 -tert-y^^y ^-;v) -5-tKo^y-3-^f^-lH-H7 
V-;v- 4 -W;v) -^-9 J y t 3, 5-yt Kn^y$,if|t K7^ Ft^?>, 
Gtim 1 fcHflto^ftfcJ: VBt&WZM&omJ&yot LT40.1mg (JRSP40%) #£ c 

[0 3 5 2] 
^-NMR (ppm in DMSO-de) 

£=1.29 (s, 9H), 2.36(s, 3H), 2.41 (s, 3H), 6.45 (s, 1H), 6.76 (s, 2H), 7.41 (d 
, 2H, J = 8.8 Hz), 7. 89 (d, 2H, J = 8.8 Hz), 9.65 (s, 2H), 11.08 (s, 1H). 
LC/MS 

M + = 422 (2.19 min). 
[0 3 5 3] 

3, 5-^tKn^fy$J|f^ N* - (1- (1- (3, 4 - y^f ;V7x-;v) -3 
5 -**V- 1 , 5-ytKof77*-JV-4-^'J7>) -tF 

tHSE# 2003-3103295 
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1- (1- (3, 4-^f^7x^V) -5-tKD^->-3-^f^-lH-lf7 
4-J )l>) S >£ 3, 5-^tKn^y^IfitK7yK}:^t), 

J&tffll ^l©MCJ: «9 g^^^feOS^t L-C57.0 mg (W73%) 

[0 3 5 41 
^-NMR (ppm in DMSO-de) 

$= 2.21 (s, 3H), 2.24(s, 3H), 2.35 (s, 3H), 2.41 (s, 3H), 6.45 (s, 1H), 6.75 ( 
s, 1H),6.76(s,1H),7.14 (d, 1H, J = 8.3 Hz), 7.70 (dd, 1H, J = 1.9, 8.3 Hz), 7.77 

(d, 1H, J = 1.9Hz), 9.66 (s, 2H), 11.09 (s, 1H). 
LC/MS 

M + = 394 (1.82 min). 
[0 3 5 5] 
4 

4-^h^->*jv*-;v-^ifiN' - (l- (l- (4 -tert--/^;v^^^;v) - 
3 5 -**V- 1 , 5 - y t Kn t*7 - 4 - ^ V f - t 

1) 4 - ^ h * » >X KO-g-jfc 

^7x-f h^k;£$JtSfcfclO?j-}£ (Synthetic Communications, 28(7), 1223-1231, (199 

8).) jjumbiu te&ommot L-ri.36g (w 70%) 

[0 3 5 6] 

X H-NMR (ppm in DMSO-de) 

d= 3.86 (s, 1H), 4.56(8, 2H), 7.93 (d, 2H, J = 8.3 Hz), 8.02 (d, 2H, J = 8.3 H 
z), 9.96 (bs, 1H). 
[0 3 5 7] 

2) 4-^ h^y*;^f-;^,itiN' - (1- (1- (4 -tert-^;V7x^;V) 
-3-^^^-5-^-^V- 1, 5 Knf5 4 -4 V 7*>) -^f-;v) - 
t F7^F^ 

1- (1- (4 -tert-"7*^;v-7 i^;v) -5-fc Kn^y-3-^f;v- 1 H-tf9 
4 ->f 71^) -.x^ 7 > 30.5 mg (0.11 mmol) J:4-J)i h^y*^-jM>X 
t F7yK 23.1 mg (0.11 mmol) £DMF 3.0 mlKii^S? L100 *C"C 3 WMMWL^o <t*P 

<DWmohl,XZ2.%m (JR^66%) #fco 

[0 3 5 8] 
^-NMR (ppm in DMSO-de) 

5= 1.29 (s, 9H), 2.37 (s, 3H), 2.46 (s, 3H), 3.90 (s, 3H), 7.41 (d,2H, J = 8.7 
Hz), 7.89 (d, 2H, J = 8.7 Hz), 8.05 (d, 2H, J = 8.4 Hz), 8.12 (d,2H, J = 8.4 Hz) 

LC/MS 

M*= 448 (2.64 min). 
[0 3 5 9] 

&j&m 5 

4 -7>;V***->£!,#M N' - (1- (1- (4 -tert-y^^-7^-;V) -3-^ 
;V-5-:t*V- 1, 5-v?H Kntf?V-/l/-4-<f V T>) -x^;U) -KK?^F 

T?#lSLfc4 h^r'>7>;V5K-;^t#mN' - (1- (1- (4-tert- 
7*f;i/7xi;v) - 3 5 -**v- l , 5 Ko tf 5V-;v- 4 V 7* 
>) -i^-;V) -t K7">*K23.2 mg (0.05 mmol) <0 * 9- J — fr%ffiL 2.0 mH^ IMtK^ 
b V t> A*»«L 255^ 1 (0.255 mmol) *M*eiD;U 6 0 8 0 ICT 3 . 5 B# 

Him&Lfco MKJfriP&. lMi^m255 fi \ (0.255 mmol) fcflnxTWffiLfcH^tJfc^ 
®-f&ZtiZ.£ 1), B&)®*$m&0®l&ytl £ LT13.9 mg (W 61%) #fco 

ffit£# 2003-3103295 
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[0 3 6 0] 

^-NMR (ppm in DMSO-de) 

8 = 1.29 (s, 9H), 2.37 (s, 3H), 2.45 (s, 3H), 7.41 (d, 2H, J = 8.7 Hz), 7. 89 (d, 
2H, J = 8.7 Hz), 8.03 (d, 2H, J = 8.3 Hz), 8.09 (d, 2H, J = 8.3 Hz), 11.44 (s, 1 
H). 
LC/MS 

M + = 434 (2.38 min). 
[0 3 6 1 ] 

4 -jt Y*i/% N* - (1- (1- (3, 4-^f;V7x-^) - 

3 5 -**V- 1 , Knif9V-A'-4-W 'JfV) -^;v) -fc 

1- (1- (3, 4-y>f^7x-jV) -5-tKn^'>-3-^f;V-lH-t*7 

Jft«4 fcHfl|©*ttKJ: l) aWSrlffeOSfftt LT53.0 mg (JR^64%) %tz Q 

[0 3 6 2] 
^-NMR (ppm in DMSO-de) 

8 = 2.21 (s, 3H), 2.25 (s, 3H), 2.36 (s, 3H), 2.45 (s, 3H), 3.89 (s,3H), 7.14 (d 
, 1H, J = 8.5 Hz), 7.71 (dd, 1H, J = 1.9, 8.5 Hz), 7.77 (d, 1H, J =1.9 Hz), 8.05 

(d, 2H, J = 8.5 Hz), 8.12 (d, 2H, J = 8.5 Hz). 
LC/MS 

M + = 420 (2.34 min). 
[0 3 6 3] 
7 

4-*)HK*'>3fI*Bl N' - (1- (1- (3, 4-/7f;V7x^) -3-^-f- 
;v-5-#*V- 1, Kntf7-/-;v-4-WU7*^) -^)V) —\>Y? 9 JY 

^#U6-e^L^4 b4r>'*;V**-^ifiN' - (1- (1- (3, 4 

^f;v7i-^) - 3 5 l, 5 -yt Ko if 7 4 -«Y y 7* 

LT21.5mg (JR$ 71%) #7t D 

[0 3 6 4] 
J H-NMR (ppm in DMSO-de) 

8= 2.21 (s, 3H), 2.25(s, 3H), 2.36 (s, 3H), 2.45 (s, 3H), 7.14 (d, 1H, J = 8.3 
Hz), 7.70 (dd, 1H, J= 1.9, 8.3 Hz), 7.77 (d, 1H, J = 1.9 Hz), 8.03 (d, 2H, J = 
8.3 Hz), 8.10 (d,2H, J = 8.3 Hz), 11.45 (s, 1H). 
LC/MS 

M + = 406 (2.03 min). 
[0 3 6 5] 

4-> h sJ?—/l/£jS.#tt N' - (1- (3-^f;V-5-t^fV-l - (3- 

b'J7^tn^f;i/7x-;v) -1, 5 - s Jt Kn if 9 v*-;v- 4 — <{ V 
) -fc K^VKO^St 

1- (5-tKo^v-3-^f;v-l - (3->'j7;l/*n^f;V7x-;V) -1H 
-tf9V-;V-4 --f ;V) 4-^ f^ry*;V^;M/Xt K5y Ft* 

<frj£«4 ^»«i:J:t) B«J»*it'feOH^»fc LT59.9 mg (W65%) »fc 0 
[0 3 6 6] 
^-NMR (ppm in DMSO-de) 

8= 2.40 (s, 3H), 2.51 (s, 3H), 3.91 (s, 3H), 7.49 (d, 1H, J = 7.4 Hz), 7. 66 (dd 
, 1H, J = 8.0, 8.3 Hz), 8.06 (d, 2H, J = 8.3 Hz), 8.13 (d, 2H, J = 8.3Hz), 8.29 

mfE# 2003-3103295 
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(d, 1H, J = 8.0 Hz), 8.45 (s, 1H), 11.55 (bs, 1H), 12.47 (bs, 1H). 
LC/MS 

M + = 460.41 (2.69 min). 
[0 3 6 7] 

4-%fr>$*i'&M&WL N' - (1- (3 -*3-)V- 5 -t + V- 1 - (3-H;7;V 
tn^Wx-*) -1, 5-^tKDt?7 , /-;V-4-'f -xf^) -fcK 

-frJft«8^Jj£L/i4 h^y*;v*^«fiN' - (1- (3-^^^-5- 
t^y-i- (3-h'J7Wn^f;V7i^) - l , 5 Kn t?7 V-;v- 4 - 

^%fcLT26.5mg (JR*78X) #fc 0 

[0 3 6 8] 
X H-NMR (ppm in DMSO-de) 

8= 2.41 (s, 3H), 2.51 (s, 3H), 7.49 (d, 1H, J = 8.0 Hz), 7.66 (dd, 1H.J = 8.0 
Hz), 8.03 (d, 2H, J = 8.3 Hz), 8.10 (d, 2H, J = 8.3 Hz), 8.29 (d, 1H, J= 8.0 Hz) 
, 8.45 (s, 1H), 11.52 (bs, 1H), 12.46 (bs, 1H). 
LC/MS 

M + = 446.38 (2.29 min). 
[0 3 6 9] 
1 0 

4-^b^f'>*;i'*'x^Ifi N' - (1- (3 5-*^rV- 1 - (4- 

h'j7Ho^f;i/7i-;i') -1, 5-^tKn^7V^-4-'f , Jf>) -^■f-JV 
) - 1 K7^K^j£ 

1- (5-tFo*->-3-^f^-l- (4-> i ;7fl/tn^fA/7x-^/) -1H 
- tf^y*-;i/- 4 ->f ;v) -jc^yvfc 4-^ Kv*;v*-^>XtK7^Ki:^ 
<b, ^-^4 tlWC^ftKi t) gtt4ftr*Jt&4>BI£$tt£ LT58.9 mg (JR^65%) #£0 

[0 3 7 0] 
^-NMR (ppm in DMSO-de) 

5= 2.40 (s, 3H), 2.51 (s, 3H), 3.91 (s, 3H), 7.77 (d, 2H, J = 8.5 Hz), 8. 06 (d, 
2H, J = 8.5 Hz), 8.13 (d, 2H, J = 8.5 Hz), 8.26 (d, 2H, J = 8.5 Hz), 11.56 (bs, 
1H), 12.46 (bs, 1H). 
LC/MS 

M + = 460.41 (2.62 min). 
[0 3 7 1 ] 

-frjSttl 1 

4-#/i/#*~>£jS.#Sfe N' - (1- (3 5 -**V- 1 - (4-h'J7;v 
tn^f;i/7x-;v) -1, 5 -yt Kn tf 9 4 -4 V — K 

1 0T»^L7t4 h^^^^^x^iffN' - (1- (3-p<^;V-5 
(4 - h V 7;vtn^f;V7x-;V) -1, 5 - v Kn tf 7 4 

-jvt>) -\l YjvY-frhtetim* tmm<oj?mzx, umm^mM^ 

mmot LT18.6mg (W68%) #fc 0 

[0 3 7 2] 
J H-NMR (ppm in DMSO-de) 

2.40 (s, 3H), 2.51 (s, 3H), 7.77 (d, 2H, J = 8.7 Hz), 8.03 (d, 2H,J = 8.2 H 
z), 8.10 (d, 2H, J = 8.2 Hz), 8.23 (d, 2H, J = 8.7 Hz), 11.53 (bs.lH), 12.45 (bs 
, 1H). 
LC/MS 

M + = 446.38 (2.31 min). 

WSE# 2003-3103295 
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[0 3 7 3] 

1 2 

- (1- (1- (4 -tert-7*^;V7i-;V) -3-^f- 
;v-5-t^v-l, 5-^tFDtf7V-Ji/-4-^Jf» -j^;v) -tK7^K 

1) 3-^ h^y* >Xb 

*^7xO 4 4: H*fc<&;fr8:K <£ i)ilL^ tfe©@» t LT244. 6 mg (IR 
2fs >99%) t#7t 0 

[0 3 7 4] 
X H-NMR (ppm in DMSO-de) 

5= 3.89 (s, 3H), 4.61 (bs, 2H), 7.62 (dd. 1H, J = 8.0 Hz), 8.08 (dd, 2H.J = 1 

.8, 8.0 Hz), 8.42 (d, 1H, J = 1.8), 9.98 (bs, 1H). 

LC/MS 

M + = 194 (0.51 min). 
[0 3 7 5] 

2) 3-^b*y*;i/^;^,if^N' - (1- (1- (4 

- 3 5 -*3rV- 1 , 5-^b Knfcf^ V~;v-4 Vf>) -jnf-;v) - 

1- (1- (4 -tert-7'f-;V7i-;V) - 5-k + - ^f ^- 1 H- 

v*-;v- 4 --Ov) > £: 3 h +y*^f-M>Xt F?V Kfctf*?>, 

£-j£0II4 fcRttO^FifeKJ: i) ^m^n^mW&St LT64.6mg ()«70%) #fc 0 

[0 3 7 6] 

3) 3-#;i/***^m#H N' - (1- (1- (4-tert--/^;V7^-;V) -3- 

2) T?£-J&L*:3-* h^fy*^,f-;v$j|fiN' - (1- (1- (4-tert-^ 
;V7^-;v) - 3 5 -t*V- 1 , 5 - Kn fcf 9 4 -<< U 7*>) 

11.2mg (JR^50%) #£ Q 

[0 3 7 7] 
^-NMR (ppm in DMSO-de) 

$= 1.29 (s, 9H), 2.37 (s, 3H), 2.45 (s, 2H), 7.42 (d, 2H, J = 8.8 Hz), 7.70 (dd 
, 1H, J = 7.8 Hz), 7.89 (d, 2H, J = 8.8 Hz), 8.16 (d, 2H, J = 6.9 Hz), 8.51 (s, 1 

H) , 11.46 (bs, 1H). 
LC/MS 

M*= 434.49 (2.37 min). 
[0 3 7 8] 

&mm 1 3 

3-*^y^|f^ N' - (1- (1- (3, 4-y>f;U7x^jV) -3-^f- 
)V- 5-**v- 1, Kne^V-^-4 ->f 'Jt*>) -x.^;v) 

I) 3-^h^y*;^'-;^|,ffN' - (1- (l- (3, 4-^^7x-;v) 

- 3 5 -**v- 1 , 5 -S>fc Kn tf9V-;v-4 ->f V t'V) -.x.«f-;i/) - 

1- (1- (3, 4-^f^7x^) - 5 - KD^y - 3 -**->U- 1 H- t? 9 
V-;v-4-^f;v) -x.?/ > £ 3-> h*y*;Kf^;i/^>XtK7^Kt^f) > 
-frJiftffiU fcHfllO^feKJ: >9 BW«»*tfeSrfe©BJ£&fc LT27.4 mg (JR*35») #fc„ 

[0 3 7 9] 
X H-NMR (ppm in DMSO-de) 

ffiiE# 2003-3103295 
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$= 2.21 (s, 3H), 2.25 (s, 3H), 2.34 (s, 3H), 2.36 (s,3H), 3.92 (s,3H), 7.14 (d 
, 1H J = 8.3 Hz), 7.70-7.77 (m, 3H), 8.20 (d, 2H, J = 8.0 Hz), 8.51(s, 1H), 11. 
49 (s, 1H). 



2) 3-*A"i**'>3eJ&«t N* - (1- (1- (3, 4-^f;V7x-;V) -3- 

1) -e^U/i3 h^y*^*-;v$JlfiN' - (1- (1- (3, 4 
^7x-^) -3-^^^-5-^^rV-l, Kn ->f U T*^) 

17.2mg (W 68%) %tz 0 

[0 3 8 1] 
1 H-NMR (ppm in DMSO-de) 

8= 2.21 (s, 3H), 2.25 (s, 3H), 2.36 (s, 3H). 2.45 (s, 3H), 7.14 (d, 1H, J = 8.5 
Hz), 7.68-7.77 (m, 3H), 8.15-8.20 (m,2H), 8.19 (d, 1H, J = 7.2 Hz), 8. 50 (s, 1H) 



M*= 406.43 (2.03 min). 

[0 3 8 2] 
£-$$1 14-92 

«j i t:$cr^Tw^^L/dk^©iis, mm. mts mlc/ms 

[0 3 8 3] 

Mb i 7 ] 



[0 3 8 4] 

tf 9 V- (V) t HK5y K (VI) * 1 *t 1 O JfC DMF, E t 

OH, DMS04^O»JKEH*»t80~100'Cej«I«ka*^bfeo *tfe«lW 
^nD*w«» LStfcjfc * Sn x i" £ - «t J: «9 * & v> * n n * ;v A t? tfcifr 

[0 3 8 5] 

mem 



[0 3 8 0] 



LC/MS 




(V) 



Wo 



1 7 



1 8 



14 

15 
16 
17 
18 
19 
20 
21 
22 
23 
24 



Ph 3-NOa-Ph 
4-t-Bu-Ph 3-N0 2 -Ph 



Ph 2-N0 2 -Ph 

Ph 4-N0 2 -Ph 

4-t-Bu-Ph 2-0H-Ph 

4_t-Bu-Ph 4-OH-Ph 



Ph 2-OH-Ph 
Ph 4-OH-Ph 



Ph 3-0H-2-Naphthyl 
Ph 2,4-(0H) 2 -Ph 
Ph 3,4-(0H) 2 -Ph 



37.6% 
58. 1% 
24.7% 
65.1% 
59.2% 
41.1% 
43.9% 
67.5% 
53.4% 
29.4% 
24.1% 



379. 38 
435.48 
350.38 

«-feS# 350. 38 
mm&mfc 400.44 
jKMftB# 366.38 
^»*feHflt 366.38 
JtfeB# 379.38 
379.38 

^ftfefflflt 406.48 
406.48 
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135/ 



9R 

£0 


4-t-Bu-Ph 


3-0H-2-Naphthyl 


1 1 1 AO/ 

I 11.0% 


456.54 


9fi 
£0 


4-t-Bu-Ph 2,4-(0H) 2 -Ph 


27. 5% 




422. 48 


97 


4-t-Bu-Ph 3,4-(0H) 2 -Ph 


A A 10/ 

40. 2% 




422.48 


9Q 


4-t-Bu-Ph 2-N0 2 -Ph 


51.4% 




435. 48 


90 

^y 


4-t-Bu-Ph 4-N0 2 -Ph 


49.9% 




435.48 


oU 


4-V^r 3 -ill 


2-OH-Ph 


48.5% 




418.37 


Ol 


A PTPo PVi 


4-OH-Ph 


60.0% 




418.37 


Q9 




3-0H-2-Naphthyl 8. 2% 


468.43 


OO 


/I fT?« Pk 
4-Lr 3 — r u 


2,4-(0H) 2 -Ph 3.1% 


>£z. en At- 


.434.37 


04 


A PEV. PU 


3,4-(0H) 2 -Ph 73.2% 




434.37 


3R 
00 


/l PPo Pk 

4-ur 3 -rtl 


2-N0 2 -Ph 


68.8% 


Z'ki-k-W' St. rpi At- 


447. 37 


00 


4-Lr 3 -rn 


3-N0 2 -Ph 


64.2% 




447. 37 


Q7 
Ol 


4-Lr 3 -rn 


4-N0 2 -Ph 


60. 1% 


J tf* r*+: At. m /4- 


447. 37 


OO 


4-I-Ph 


2-OH-Ph 


22.9% 




476. 27 




4-I-Ph 


4-OH-Ph 


36.6% 


?.*k: -fcH >£z_ rn /i- 


476. 27 


4U 


4-I-Ph 


3-0H-2-Naphthy 1 46 . 5% 


r**- At m 7-4- 


526. 33 


41 


4-I-Ph 


3,4-(0H) 2 -Ph 


52.5% 




492. 27 


/I9 
4Z 


4-I-Ph 


2-N0 2 -Ph 


43.3% 




505.27 


/I Q 

40 


4-I-Ph 


3-N0 2 -Ph 


51.4% 




505. 27 


44 


4-I-Ph 


4-N0 2 -Ph 


27.6% 




505.27 


A K 
40 


3-CFs-Ph 


2-OH-Ph 


69.4% 




418.37 


40 


3-CFa-Ph 


4-OH-Ph 


25.7% 




418.37 


A 7 
4/ 


3-CF 3 -Ph 3-0H-2-Naphthy 1 


54.3% 


"»<t-* -1-4- >» E3-I / I . 


468. 43 


4o 


3-CFs-Ph 


2,4-(0H) 2 -Ph 


13.2% 




434. 37 


4y 


3-CFs-Ph 


3,4-(0H) 2 -Ph 


57.3% 




434. 37 


OU 


3-CFa-Ph 


2-N02-Ph 


53.9% 




447. 37 


Ol 


3-CFs-Ph 


3-N0 2 -Ph 


57.4% 




447. 37 


E9 


3-CF 3 -Ph 


4-N0 2 -Ph 


32.2% 




447. 37 


00 


3,4-Me 2 -Ph 


2-OH-Ph 


52.2% 




378.43 


04 


3,4-Me 2 -Ph 


4-OH-Ph 


66.2% 




378.43 


cc 
00 


3,4-Me 2 -Ph 


3-0H-2-Naphthyl 65. 9% 




428.49 


cc 
00 


3,4-Me 2 -Ph 


2,4-(0H) 2 -Ph 


43.0% 




394.43 


R7 
0/ 


3,4-Me 2 -Ph 


3,4-(0H) 2 -Ph 


40.4% 




394. 43 


RQ 
Oo 


3,4-Me 2 -Ph 


2-N0 2 -Ph 


67.9% 




407.43 


RQ 

oy 


3,4-Me 2 -Ph 


3-N02-Ph 


50.8% 




407. 43 


ou 


3,4-Me 2 -Ph 


4-N0 2 -Ph 


67.1% 




407. 43 


01 


3,4-Cl 2 -Ph 


2-OH-Ph 


45.6% 




419.27 


A9 
OZ 


3,4-Cl 2 -Ph 


4-OH-Ph 


63.7% 


419.27 


00 


3, 4-CI2 -Ph 3-0H-2-Naphthyl 


51.1% 


469.33 


04 


3,4-Cl 2 -Ph 


2,4-(0H) 2 -Ph 


17.0% 




435.27 


cc 
00 


3,4-Cl 2 -Ph 


3,4-(0H) 2 -Ph 


66. 1% 




435.27 


AA 
00 


3,4-Cl 2 -Ph 


2-N0 2 -Ph 


67.4% 




448.27 


A7 
0/ 


3,4-Cl 2 -Ph 


3-N0 2 -Ph 


64.5% 




448.27 


Oo 


3,4-Ch-Ph 


4-N0 2 -Ph 


51.1% 




448. 27 


oy 


4-t-Bu-Ph 


4-NH 2 -Ph 


74.8% 




* 405. 53 


70 


4-t-Bu-Ph 


3-NH 2 -Ph 


48.7% 


405.53 


71 


4-t-Bu-Ph 


4-CFs-Ph 


69. 1% 


gfeHf-feH* 458.49 


72 


4-t-Bu-Ph 


4-t-Bu-Ph 77. 9% 




446.63 


73 


3,4-Mea-Ph 


4-NH 2 -Ph 


92.7% 




377.48 


74 


3,4-Me 2 -Ph 


3-NH 2 -Ph 


61.1% 


r«fe@#: 377.48 
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75 


3,4-Me2 -Ph 


4-CF3 -Ph 


67.7% 




430.44 


76 


3, 4-Me2 -Ph 


4-t-Bu-Ph 


66.8% 




418.58 


77 


3,4-Ch-Ph 


4-NH2 -Ph 


51.2% 




418.32 


78 


3, 4-Cl2-Ph 


3-NH2 -Ph 


69. 7% 


•Kit* Ay m / 1 - 


418.32 


79 


3,4-Cl2-Ph 


4-CF3 -Ph 


69. 6% 




471.28 


80 


3, 4-Ch-Ph 


4-t-Bu-Ph 


79.8% 




459.42 


81 


4-t-Bu-Ph 


3-0H-Ph 


72. 3% 




406.53 


82 


O A TUT Tll_ 

3,4-Me2 -Ph 


3-0H-Ph 


42. 0% 




378. 48 


83 


1 .4 01 TIT 

3, 4-Cl2-Ph 


3-0H-Ph 


89. 0% 




419.32 


84 


O \J/\ T\1 

3-N0 2 -Ph 


3-N02-Ph 


58% 




424.57 


85 


2-Py 


3-N02 -Ph 


63% 




380. 36 


86 


O AT/"\ Til 

3-N02 -Ph 


2,4- (0H)2-Ph 


43% 


«*Q At. m /-4- 


411.37 


87 


2-Py 


2,4- (0H)2-Ph 


66% 




367.36 


88 


3-N02 -Ph 


4-t-Bu-Ph 


25% 




435.48 


89 


3-CFs-Ph 


3-NH 2 -Ph 


74% 




417.38 


90 


3-CFs-Ph 


4-NH 2 -Ph 


82% 




417.38 


91 


4-CF 3 -Ph 


3-NH 2 -Ph 


69% 




417. 38 


92 


4-CFs-Ph 


4-NH 2 -Ph 


72% 


417.38 



[0 3 8 6 J 

&i&m 9 3 

2, 4 -v>fc KD^->$ ( ifi N' - (1- (3, 4-v7f^7x;;i/) -3-^-f- 
5-*4rV- 1, 5 - y t Kn t'7 y-;V- 4 - ^'J f>-^f ;V) -HK^v'KO 

1) 1— (3, 4-^^f;V7x-;i/) - 5 -fc Kn^y- 3 -^•f-;V- 1 H-fc?9 V— 

1— (3, 4 - f ;i/7x-;k) - 3 - ^ f ;v - 3 - ^7 7 'J > - 5 - 1 > 1 . 86 
g (9. 1 6mmol) »>'^f ^;i/A7U*3. 6 m 1 twjgMBL, Tlc^T^^r^^b 
V>1. 02ml (11. Ommol) & 2 0 JgmTX'^ ^ < *9 « Lfco ^bn&T^ 10 

0M2B#nflnf&u f o«iiii-e^9Lftfti:**3 0m 1 i©^, 7K1 

0 m 1 fcyVf;V*;VA7 5 K 1 0ml ^fotiStfL^o M^M^ 1 8B#TO#L# 

mL?z®%,m*?>mk, 7K2 omit«, fgj^tfwt £^ia<7>gift« 1 . 03 g 
(W4 9 %) x~$m&mw>mt vxmz 0 

[0 3 8 7] 

^-NMRfopm in CDCh) 

5 = 2. 29 (s> 3H) . 2. 32 (s, 3H) > 2. 43 (s, 3H) ^ 7. 20 (d 
^ 1H, J=8Hz) , 7. 4 8 (dd, 1 H. J=8Hz. 2Hz) . 7. 5 4 ( cU 1H, J=2Hz) 
n 9 . 6 0 ( s ^ 1 H) 
[0 3 8 8] 

2) 2, -[1- (3, 4-yVf;V7x-;v) -3-^ 

5 -**y- 1 , 5-yfc Kn tf 7 y'-;v- 4 --f U *r>-* 1: K^i^K 

l) "e&j&Ltzl— (3, 4-^^f;v7x-;v) -5-t ;v- l 

H - f 7 V*- ;V- 4 - * ^/f7 ;Vf t K 4 6 m g (0.2mmol) 2 . 4-ytKn^yg 
Iftt K5y K3 4mg (0.20mmol) / -;H m 1 4»"eMS9 6B#K^L/io 

#fffiL£:®^£MU ^^7-;Hml> ^-7";HmK ^ ^ J - ;H m 1 X*M&. 
fc'&Ltzm, g6tJ»1r5 3mg (H$7 0%) T'#^ 0 

[0 3 8 9] 
LC/MS 

M + = 3 8 0. 4 0 (2. 7 7min) 
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2003-285316 



s<-z?: 137/ 



[0 3 9 0] 

-k'5V-;V-4-^;V) (0.173 mmol, 51.5 mg) t2, 4 ~^ t: ^f^ 

i.#m^F9vK(0.173mmol, 30.6 mg) J -M5ml)* , W** 1 **"** v^T * 

m>^7^ (CHCl3/MeOH=10/l)-e^ltt^i-^ £ * * 2 4 " v ^ D 

(67mg, JR^87 %, fc&S80.7 H)tifW^t#f;o 

[0 3 9 1] 
LC-MS (ESI) 448.40(M + ) 

[0 3 9 2] 

*-VY%**»#^»*Mmn h- - (i- (i- (3, v^^ v ^r->r 

l-(5-tFn^-3-^ 1 - (3 - h U 7 **n „ 

_ lf « v r_ ;V _4_^; V ) -x^> (0.189 mmol, 56.5 mg) fc 4 h * 
^XfcF**F<0.18B-ol. 36.8mg)*DMF*. 100X^2. 2SSISU ^^"J** 
U »**«** V V * *> *M ^,^77.- (CHCla/^lO/l) 

ry) _j.f-;v) -H F9^F(55.6mg, 62 X)*JtfeH#k ttftfco 

[0 3 9 3] 

LC-MS (ESI) 474.43 (M + ) 
[0 3 9 4] 

**V»**»*M*m h- - (i- (i- (s, *7^^iV>r 8 r^) 

~W?S£t£*^*MN' " (I" (I" (3. 4 r^t ;V ^nt^ ~ 
*-i.f}-7ji/*n^;v-5-**V-l, 5-vU , nif7/-;i'-4-'f'J//) - 

-*>**F<0.10taol. 50.7 ml) ^^]^SfT 
* A7 WM<0.534 mmol. 0.534 .l)*JPi, 60TTC1.5* Htt * L*o 

^Of, KJ&#**<TCIC**U lM«(0.534m»l. O- 534 ^^^. 7 •, r 

iW^y-X-t-^Urv) -*F?vF(43.8mg, 89 %)**«■**: 

[0 3 9 5] 

LC-MS (ESI) 460.41 (M + ) 
[0 3 9 6] 

t?5ii*v-«jw« n «- (i- u-tert-^vj*^) ■ ^-^ix 

m 
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1) 1- (4 -tert-yf-;i/7 jt — ^) -5-t Kn^v-3-^^;i/- l H-fcf^y*- 

1- (4 -tert--/^;i/7i-;v) -5-tKn + y-3-^f;v- 1H -f7V-;u 
1.89 g (9.33 mmol) ^^^f;^;VA7^ K3.6 mlte$6#IU t^T*^ V 
> 1.05 ml (11.26 mmol) £2 0OTt*>5>o < «9^nt7t:o ffifiMfcTfe, 1 0 ort»3 
BtF^Df^L, ^OfeMUtXftMLt:^ 7Jofc30 mH3?^v^f 0 8 1$ 

n&mfcgot lti.61 g (JR^7 0%) 

[0 3 9 7] 

X H-NMR (ppm in DMS0- de) 

S -1.30-1. 33 (m, 9H), 2.34-2.44 (m, 3H), 7.48-7.62 (m, 4H), 9.62-9.90 (m, 1H). 
[0 3 9 81 

2) 4-^ N «_ (i _ (4-tert-y^;V7^-;V) - 
3 5 -**v- l , 5 - y t Kn tf? y-;i/- 4 - ^f V f f -t K 

1) X'^-m Ltzl — (4-tert-^;U7i-;i/) -5-tKn^y-3-^f;v-i 
H-lf9V-;V-4-*^^T;i/T*t: Kl.0712 g (4.21 mmol) 4-* h*->77;Vtff 
K7vK819.6mg (4.22 mmol) i?^f^;VA7 5 K10 ml* "CM 

3mmmwLtz 0 mmz%£Lxffi&LfzmM®z&m<vj?y~)vxm&L&M-?z>z 

tX\ mf£OB$}®*M J &mi&%lt LT765.9mg (Jfc^U 2%) #fc c 

[0 3 9 91 
^-NMR (ppm in DMS0- de) 

1.30 (s,9H), 2.19-2.21 (m, 3H), 3.90 (s, 3H), 7.33 (s, 1H), 7.40-7.46(m, 2H) 
,7. 81-7. 89 (m, 2H), 8.01-8. 17 (m, 4H). 

[0 4 0 01 

3) 4-*/Hf*5/-5fcA»m N ( 1 — (4-tert-^;U7^-;v) -3-*^ 



2) XSmLti4-* h*->**#-*-£j&« N '- (1- (4-tert-y^ 
7l -^) -3 5-**V- 1 , 5-^tKD^7V , -;l/-4-'fU7>-^ 
-f-^) -fc K7^ K59.4mg (0.14 mmol) 4-^^7-^5.0 ml{CtHL> lM7kMibi~ h 
U ->A*»ift0.68 ml (0.68 mmol) *iDx.mi&-C 6 B#Hk -eof£6 0*0^3 mMM&Lfz 
o lM«[»*0.68ml (0.68 mmol) ZtiQlLX^ #fffiLfcB^*r*«L*&fc 

-r*tfcT, ^^S^Sr^S^t LT33.3 mg (JR*p5 8%) #£ 0 

[0 4 0 1] 
1 H-NMR (ppm in DMS0- de) 

8= 1.30 (s,9H), 2.19-2.21 (m, 3H), 7.33 (s, 1H), 7.40-7.46(m, 2H), 7.80-7.89(m, 
2H), 7.99-8. 14 (m, 4H). 
LC/MS 

M + = 420.46 (2.39 min) 

[0 4 0 2] 
itf&W 9 8 

5 - > h y 2 - f^- 7 x ^^viN' - (1- (1- (4-tert-7* 

) -jc ?■/!,) —is K9 5^K 

f^ 7l>2 - 5-y^;vr/f 1.72 g (10 mmol) t J**-*- f U * A 3. 18 g (30mmol 

) ommnfo 25 mL ta^f^ 623 *in*. % atatT?lME«i?Lfco B»»o 

fcBIE# 2003-3103295 
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ZmL<D®jmdt LT0.49 g (J»28K) #fc 0 

[0 4 0 31 
*H-NMR (ppm in CDCls) 

5= 3.93 (s, 3H), 7.77 (d, 1H, J = 4.2 Hz), 7.83 (d, 1H, J = 4.2 Hz). 
LC/MS 

M + = 186 (0.92 min) 
[0 4 0 4] 

2) 5 -J h ^ y**#-;V - 2 - ft 7x ^ A )V*'yfK F7V^ FO^S 

5-^ F^y*H-^-2-ft7iV*Wl, »ffc?-* = /K KK?5?>-*JfD 
»**e»XIRBBftlO*tt (J. Heterocyclic Chem. , 28, 17, (1991).) KliDfliiU 6 
&<DmWfot LT144 mg (IRSP 72%) #fc e 

[0 4 0 5] 
^-NMR (ppm in DMSO- de) 

8= 3.84 (s, 3H), 4.57 (brs, 2H), 7.72 (d, 1H, J = 4.2 Hz), 7.79 (d, 1H.J = 4.2 

Hz), 10.06 (brs, 1H). 

LC/MS 

M + = 200 (3.09 min) 
[0 4 0 6] 

3) 5-^ h*'>*^-^-2-f t7x^*^r/BfcN' - (1- (1- (4-tert 
-7*f^7x-*) - 3 ;v- 5 -**V- 1 , 5-ytFnt , 77'-;v-4 — f V 

-J^;v) -tF7yF^ffi 
l- (1- (4 -tert-^ ;W7x-^) - 5-tFo^ry-3-^f;v-lH-e7 
V-;V-4--Y;V) -ai^y^ 54.5mg (0.20 mmol) t 5 h 3r'> * 2 - 

f-tf^i^fc/WsJf^&fc K9vK 40.0 mg (0.20 mmol) £DMF 2.0 mLKjffflf Lll(rC*C 1 

W*&**frfe<OB3&»fcLT32.0 mg (W35%) 

[0 4 0 7] 
^-NMR (ppm in DMSO- de) 

5= 1.29 (s, 9H), 2.36 (s, 3H), 2.43 (s, 3H), 3.87 (s, 3H), 7.41 (d, 2H,J =9.0 

Hz), 7.87-7.90 (m, 4H). 

LC/MS 

M + = 454.54 (4.46 min) 
[0 4 0 8] 

&j&m 9 9 

5-*my-2-fi7x>*JKf>tN' - (1- (1- (4 -tert-:/^ ^7x 

-3-^f-;v- 5-**v- 1, 5-ytKoif7y*-;v-4-^'Jf>) -xf 
;v) — t: F5y F O'&JSfc 

5 h^->* ;v- 2 -ft7x>*^>SSN' - (1- (1- (4-tert- 
7*f;v7x-;v) - 3 —*+ ju— 5 -**y- l , 5 -yt Kntf9V-;v-4 ->f y -r 
» -xf;v) -fc; F?y K14.9 mg(0.033 mmol) <^*/-;W#?£ 1.5 mLfcU 1M5MR 
ft* h V ">A7X« 164/^L (0.164 mmol) £}jnx.> 1 7^mWLtz 0 3f#&T 

m> 1M^164 ^L (0.164 mmol) &Jjllx.T#fffl LfcB^«£iB"t£ £ <fc ») BfiS 

m*$kn&<7>mr*y>)t bre.s m g (» 47%) 

[0 4 0 9] 

^-NMR (ppm in DMSO- de) 

8 = 1.29 (s, 9H), 2.36 (s, 3H), 2.43 (s, 3H), 7.41 (d, 2H, J = 9.0 Hz), 7.80 (d, 

1H, J = 3.9 Hz), 7.87-7.90 (m, 3H). 

LC/MS 

M + = 440.52 (4.23 min) 

miE# 2003-3103295 
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[0 4 10] 

1 0 0 

4 -#/l/#*->-£Ji.#Bft N* - (1- (1- (*S*)>-2-4fr) 

1) 4 N* - (l- (l- (*sv>-2-4Ji') - 
3 5 _^-^y_ i f 5 - yt KD t*57-^- 4 -'f U f ^) - 1: 
K 7 v K «b^) 

1 - (i- 'J >-2 -^f;v) - 5 -fc Kn + y- 3 1 H-tf9 
_4_>f;V) _jn.^y> 28.7 mg (0. 11 mmol) . 4 -> h +y*^M>Xt 

K 20.8 mg (0.11 mmol). /*<9 Y X ^CfDtJ6. 1 mg (0.03 mmol) £>"f 

V^nf^TiVn-^I 2.0 mL& 4 8 BtF^Df&itsfL Ltz 0 ifcJR***JRU 

g (JR*S31%) #fc 0 

[0 4 11] 
1 H-NMR (ppm in DMSO- de) 

*- 2.54 (s, 3H), 3.91 (s, 3H), 7.58-7.63 (m, 1H), 7.80-7.85 (m, 1H) , 8. 01-8. 15 ( 

m, 6H), 8.46 (d, 1H, J = 6.3 Hz), 8.58 (d, 1H, J = 6.3 Hz). 

LC/MS 

M + = 443.45 (3.21 min) 
[0 4 12] 

2) 4-#;v***->-£Jt#m N' - (1- (1- V >-2 --f ;v) -3-^?- 
;u-5-**V-l, 5-ytKnt , 7^-;v-4-^ , Jf>) -tK^^K 

1) t^lU4-n*y*)V*-^-MtSI N' - (1- (1- 
2--f;v) ;v-5-t^fV-i, 5-i?fc Knif 7 V-;v-4 Vf>) - 

J^;V) -tK5yK14.9 mg (0.034 mmol) <D*?y—)^W. 1.5 mLfc* lM^cHMfcf- 
168^L (0.168mmol) £*P;U 5 0 "Ce 1 2B#^«^L/c 0 «fc#*FT& 
„ lMtt 168 fiL (0.168 mmol) *JaiLT*faJ bfcS^Sr £ J: *> § 65% 

SrHfftfeOH^i: LT4.9mg (JR* 34%) 

[0 4 13] 
X H-NMR (ppm in DMSO- de) 

5 = 2.44 (s, 3H), 7.52-7.56 (m, 1H), 7.75 (t, 1H, J = 7.5 Hz), 7.94 (d, 1H, J = 4 
.5 Hz), 7.96 (d, 1H, J = 4.2 Hz), 8.05 (d, 2H, J = 8.7 Hz), 8.10 (d,2H, J = 8.4 
Hz), 8.33 (d, 1H, J = 9.6 Hz), 8.42 (d, 1H, J = 9.0 Hz). 
LC/MS 

M + = 429.43 (3.21 min) 
[0 4 14] 
1 0 1 

*?-)V 4 -[ (2- |1— [ 1 - (6-^nn-3-tf'J^y-;v) -5-tKn^v- 
3_^ ;l/ _ i H _ l f 9 y_ ; v_4_ y( ;v] X f .jfy| EF5yV) 

1— [ i - (6 nn-3 -tf V ^v~;v) -5-tKn**/-3->fA'-lH-^ 
9 V— ;V- 4— < J >0.2mmol b 4 — * h ^y^JV^-M'/Xt K95> K0.2mmo 

1 * D M S O 2»HC »» b lOOTC t*8B# W flnSkll^ b o mm® £ ft fc» & * n n * 
/i'Afc»#bi-^/i'&taA?lttl&"*"&£fc (9 165*^4^^^ 4-[(2- |i 

—[1- (6 no- 3 -tfU jr s J—fr) - 5 - Kn^y - 3 1 H— fc? 9 
V-;v-4— ^f;v]xf yfy| KKy^) *^,f-^]^y/i- h £55mg#fc(W 
6 4 %)o 
[0 4 15] 
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1 H-NMR(ppm in DMSO-de) 

5= 2.42 (s,3H ),2.54 ( s,3H ),3.91 ( s,3H), 7.96 (d,2H, J=9. 3Hz),8. 06 (d,2HJ=8. 

4Hz) ,8.13 (d, 2H, J=8. 4Hz) , 8. 44 (d, 2H, J=9. 3Hz) . 

LC/MS 

M + = 428.83 (2.88min). 
[0 4 16] 

&j&m 1 0 2 

4- |[2- (1- |5-tKD^ry-3-^f;V-l-[5- ( h V 7 n ^ - 

2 -try l H-tf^v*-;v- 4— f M i^Vx^) tK7yV]*W^H 

1) 4- |[2- (l- |5-tKn^^-3-^f-;v-i-[5- (M>7;v* 
n^^;v) - 2 -tf y >^;i/]- l H-tT^ 4— f ;H -x^V7~y) K^vV] 

1- |5-tKn^ri/-3-^f;v-l-[5- (h'j7Mn^fM -2-tf'Jv? 
l H- tf 7 V*-;V- 4— f ;Vf >0.2mmol£ 4 h 3f v# ;i^-;i/^>X 

t F7V K0.2mmol^DMF2mHcLl00 , CT'9^F^nm«#L7to ».W*^#?>^*a 

- |[2- (1- |5-fc Kn^v-3— fr- 1— [5- (h'J7;v*n^f;l/) -2 
-tf V -7-;l/]- 1 H- My 4— >f/w| xf'Jf^) t K7yV]*;V*-^t ^ 
> V^- V 0^-J& &66mg#£ (JR*S 7 2 %) 0 

[0 4 17] 
^-NMRCppm in DMSO-de) 

5=2.41( s,3H ),2.50( s,3H ),3.88( s,3H ), 7.9-8. 4( m,6H),8.80( s.lH). 
LC/MS 

M + = 461.39 (3.00rain). 
[0 4 18] 

2) 4- |[2- (1- |5-t ^^;V- 1— [5- (h'J7^tn^f^ 
) - 2 -tf'; l H-tf7V-;v- 4—- f ;v[ xf ij^^) tK7vV]*;v#x 

1) t?#P>tt^^^;v 4- |[2- (1- |5 -t Kn^y- 3— 1— [5 - 

(f^^tn^fjV) -2-tfu v-;v]-i H-tf7V-;v-4— 
) tl K5^7]*;V*-;l/| ^?>V^- >50mg^^ ^7-;V3m 1 tlMTKm-fb^ h U 7 
A7KM0.3mH;]!3Px.60m-e8^KMm#L^ o ^zSK<$iPl£> 1 M:i&m0.3ml£tinx.& 
^JlfctfrffiS^ M^^ ; Jfo^ti^l^04- |[2- (1- |5- 
£ Kn^fy- 3— 1— [5 - ( h 'J 7;>*n * - 2 - tf V - l H - 

e 7 7*-)V-4-^ ( M xfjf>) tK7yV]*;v*'xjV| ^&#m?r^fi-fe©#t 
L-C30mg#^ (»62%) 0 

[0 4 19] 
^-NMRCppm in DMSO-de) 

£=2.41( 3H,s ),2.50( 3H,s),8.04(d,2H, J=8.4Hz), 8.10 (d,2H,J=8.4Hz), 8.26 ( dd,lH,J= 
9Hz,J=2.4Hz ),8.35 (d, 1H, J=9Hz ),8.81(brs,lH ),11.6( br s, 1H),12.4( br s, 1H) 
LC/MS 

M + = 447.37 (2.65min). 

[0 4 2 0] 
^^1J103 

4- (lH-f >77-;V-5-^;V) N ' - (1- (1- (4-tert-7^ 

;V7xx;k) - 3 5 -t^V- 1 , 5-vt: Knif7V*-;V-4-^ V-TV) 

- - K? y? KO£-j£ 

1- (1- (4 -tert-7f-;l'7i-;i/) - 5 - t± Ko * 3 - ^ 1 H - tf 7 

y-;v- 4 ->f ;V) -jc*y> 27.2mg (0.10 mmol) t W0 03/037328^15^0^ 

ffiiE#2 003-3103295 
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&mLfz4- (lH-f >5V-^-5— f;V) tK7vK20.4mg (0.10 mmol 

) ©DMFfcift (1 ml) te**&Bfcl»i*lJn;U 60 V~emmD\l%k Ltzo *rffiLfcH#*2k"e 

(JRspl2%) #fco 
[0 4 2 1] 
^-NMR (ppm in DMSO- de) 

S =1.30 (s, 9H), 2.38 (s, 3H), 2.47 (s, 3H), 7.42 (d, 2H, J = 8.6Hz), 7.90 (d, 
2H, J = 8.6 Hz), 8.14 (d, 2H, J = 8.4 Hz), 8.23 (d, 2H, J = 8.4Hz). 
LC/MS 

M + = 458.52 (2.62 min) 
[0 4 2 2] 

##^$$) 1 (WO01/34585 <D%MM 4 ) 

5 - U-%*tf*is'*y*JVr>) -3 -[ (1- 13, 4-Wf^7x^| -5 

1 H-k*77-^- 4 -4 /I/* ^V^) 7^]- 2— 

D i— (3, 4 -y^f;i'7xx;v) - 5 -t Kb*->- 3 l H-e^y- 

1— (3, 4 - f ;V7 x - 3 - ^ f JV- 3 - f 7 V'J > - 5 - 1 ^ 1 . 8 6 
g (9. 1 6 mmol) t«*^f ***A75 F3. 6mlK*»U MW^ttft 
ijVl. 02ml (11. Ommol) 5:2 OgJJITWo < ^JnUo W7t, 10 
0t-C2«iU ^OlfeSifii T»<£iPL£f&H7Mt3 0m 1 K&Wio ^OHI, tK 1 
0ml t^W;VA7? KlOml «rfo Xffi& Liz a Z&-£i§» 1 8«fW«#t*f 
tliLfcBJ&Wfcfca^ 7K2 0m 1 T?ifcitM&. fa»Lfefci*3£W^>B»»* 1. 0 3 g 
(JR$4 9%) -e^-feS^i: Uftft, 
[0 4 2 3] 
1 H-NMR(ppm in CDCb) 

S = 2. 29 (s. 3H) . 2. 32 (s, 3H) . 2. 43 (ss 3H)> 7. 20 (d 
„ 1H, J=8Hz) , 7. 48 (dd, 1H. J=8Hz> 2Hz) , 7. 54 (d, 1H. J=2Hz) 
N 9 . 6 0 (s> 1 H) 
[0 4 2 4] 

2 ) 5 _ (4-7J mW^'Jf>) - 3 -[ (1 - 13, 4-^f*7xS*| 
- 5 - t: KD^y-3->f;V- lH-t*77-)V-4-^;V^f 757]-2f 
t^7f 77'J y > - 4 - t 

1) -C*ML/;1- (3, 4-y^fJl'7x^) -5-KKn*y-3-^f^-l 
H- 4 - *;VKT;VT't: K2 3 0 m g (lmmol) i3-757n/i>148 
mg (lmmol) ^x^; - ;H 0 m 1 ttit 9 6 I^Ifit«U;o 
*«U J-^W^-T-^-mmk, ^Ltzt^^b, /fr/*tt»fcU3 3 2 

m gtffco . . ^ 

#<bttfe^ 5 V 1 6 0 m g (0. 4 4 4 mmol) , ^'Jy>4mg, 4-*;V5;V*If 
U66mg, $M^6mgt >;vxy 2 0 m 1 Ofi^Iilt ; ei/ + i7y-7XA^ 

*Z>mi>h)l<x-> 3 m 1 M'x-f;V3m 1 t*!*^ & £ t -CJtfeHJBW* 2 3. 3m g 
#fco £*t£^ ^y-^3ttf^nn*^AOiR^ffiT?i*lfr-f *ifc"CBfl91&*: 1 6. 5 m 
gftfc (JR$7. 5%) o 

[0 4 2 5] 
^-NiflKppm in DMSO-do) 

5 = 2. 10-2. 40 (sX3> 9H), 7. 18 (d, lH,J=8Hz) , 7. 6 3 (d, 
lHk J=8Hz) > 7. 6 7 (s, 1H) > 7. 8 4 (ds 2H, J=8Hz) , 8. 0 3 (d, 
2H, J=8Hz) . 8. 10 (d. 2 H-» J=8Hz) ^ 8. 2 0 (s. 1H) 

miE# 2003-3103295 
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LC/MS 

M + = 493. 0 (3. 33 min) 
[0 4 2 6] 

##^$#0 2 (WO 01/34585 <D^MM 5 ) 

5- (3-*m^>i;uf>) -3-[ (l- 13, 4 -v^^;vy^~;H -5 
-t: Ko^y-3-^f;v-i h- tf^V-;v- 4 -4 ;u^vy) 757]-2-ft 

##£-J&#!l 1 tf> 2 ) ^LT#^it/^r/16 0mg (0. 4 4 4mmol) > fc^U 
v> 4 m g. 3 ;V$lf^6 6 m g > $iff6m g t Y > 2 0 m 1 Ol^ 

sfttfco f IB Lfc@»^%iL 3 m 1 ^^x- T ;V3 m 1 T^t^ 

CI tX-M-^mM^lt 3 8. 5mg 0K*K18%) #£o 

[0 4 2 7] 
^-NMRCppm in DMSO-de) 

5 = 2. 00-2. 30 (sX3. 9H) . 7. 18 (d, 1H\ J=8Hz) , 7. 6 4 (d 
. 1H, J=8Hz) , 7. 6 8 (s. 1H) > 7. 7 3 (t, 1H, J=8Hz) ,7.97 (d, 
2H, J=8Hz) , 8. 0 6 (s. 1H) . 8. 0 8 (d, 1 H. J=8Hz) > 8. 2 3 (d. 2H 
, J=8Hz) 
LC/MS 

M + =493. 0 (3. 32 min) 
[0 4 2 8] 

3 (WO01/34585 <r>mi&ffl 2 ) 
3 _ ( 3 -*;v*^^7^-^) -l-[ (1- (3, 4-y^f^7x-;v) -5-* 
pn^y- 3 lH-t:°7 V-;V- 4-<f ;V*^Vy) 75/]-2-f**V^ 

5^VU> ? >-4-^> 

x) x _ 7 ^ y _ 3 _ (3- A ]v^y7x^) - 2 - ^ * * V 5 ^VV v> > - 4 - 

3 _^y^ ti/7 ^- 7 9mg (lmmol) k^V^nii)l/xW5> 

5 2 3 « 1 (3mmol) Hml^on>r/i:»U £ *UC K 9 vV S^-*- 
fjH^f;VMIl 5 5mg (lmmol) £3rax.-C96B#F^*&-C*l$ tfc 0 

tifcMti^f^ : ^ * y : »m= 1 9 o : 1 o : o . 8 o^M^*nx.r 

. #<btt^«^^l>^fci^@e^* 5 5. 7mg (JW22%M#£o 

[0 4 2 9] 

1 H-NMR(ppm in DMSO-de) 

£ = 4. 4 4 (s, 2H) , 5. 4 6 (s, 2H), 7. 5 7 (dd. 1H, J=8Hz,J=1.5Hz 
) , 7. 6 3 (U 1H, J=8Hz) . 7 . 9 0 ( s > 1 H) > 7 . 9 9 (d, 1H\ J=8Hz) 
LC/MS 

M + = 251. 30 (0. 59 min) . 

[0 4 3 0] . 
2) 3 _ ( 3 -*;U^4r^-7^^;V) -l-[ (1- (3, 4-y^f^7x^JV) -5 

-t Ka^y-3-^f;v- iH-tf9V" > -^-4-W;V^^V» 75 /]-2— 
yf 5 ^VJ v > - 4 -*y<z>*£-j£ 

JifBl) ^JSUl-75/-3- (3-*^f7x^) -2-f-**V-f 5 
$r V HJ5»-4-*>' 5 0mg(0.2mmol)^##^^l^l) Tr-g-jft L 1 — (3, 4 
-^fjV7x^^) Kn*V-3->f^- 1 H-fcf?V-A'-4-*/M?7 

K5 5mg(0.22Bmol)*^^y-^ 1 0mlS^^-^5m 1 ©I'&ttttli 

mg (IR2(572%) -e#fco 
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[0 4 3 1] 

1 H-NMR(ppm in DMSO-de) / , _ . , 

,-2 2 4 (s, 3H) ,2.27 (s, 3H) ,2.38 (s 3H) , 4 7 4 (s 
2H) , 7. 2 1 (d, 1H, J=8Hz) , 7. 4 0-7. 8 0 (m, 4H), 7. 95 ( 
8, 1H) > 8. 0 2 (d, 1H, J=8Hz) , 8. 14 (s, 1H) 

LC/MS 

M + = 463. 51 (2. 77 min) . 
[0 4 3 2] 

##-£j£0M (W0 0 1/3 4 5 8 5O*tW3) 
3- ( 4 -^^>7x^) -l-[ (1- (3, 

Ko#v-3-^^-lH-^^-4-^V>fW/) 75/]-2-WV^ 
5 ^V*'J v > — 4 — ^ > 

1) 1-75/-3- (4-*^7x^) -2-ft^V^5r/ 1 Jy>-4- 

4->fyf*m-hftIf«179ing (lmmol) vM V7-D^VxW5 > 
5 2 3 , 1 (3mmol) 1 ^on^r/CMWU £ * K * K £**52£ 

f;ViXf;«15 5mg (lmmol) *ftliLT96«Wft»-C«»Lfc. 

*fcW6»MW**** R«= l 9 o : l o : o . 8 ©«****flix-c 

, #(b*tfe>P»W*«*Ufcfci*B«I»* 1 3 2m (JR^5 3%) #fco 

[0 4 3 3] 
^-NMRCppm in DMSO-de) 

a-4. 46(8,2»,5. 47(b, 2H) ,7.46 (d, 2H, J=8Hz) , 8. 0 

4 (d, 2H, J=8Hz) 

LC/MS 

M» = 2 5 1. 26 (0. 95 min) . 

2) I 3- 3 (4-*;V^v'7-^;V) (1- (3, 4-i^*-*7*-*) -5 

r/'Jy>-4-t>5 0mg (0. 2mmol) i: 1^1) T^ifcLfcl— (3, 4 

-^f,l,7x^) -5-KKn^-3-^JI'-lH-^'/-*-4-***7 
m K55mg(0. 22mmol) *i^-JH0m rRtf^ ^-*5ml Ofi^*^inx 

mg (W85%) Tiff^o 
[0 4 3 5] 

1 H-NMR(ppm in DMS0-d6) , 
5 = 2. 2 4 (s, 3H) , 2. 2 7 (s, 3H) , 2. 5 0 (s, 3H) , 4 7 5 (a, 
2H) , 7. 2 1 (d, 1H, J=8Hz) , 7 . 4 0 - 7 . 7 0 (m, 4H) , 8 . 0 8 ( d 

, 2H, J=8.8Hz) , 8. 14 (br s , 1H) 

LC/MS 

M + = 463. 51 (2. 76 min). 
[0 4 3 6] 

[0 4 3 7] 
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lit 1 8 ] 

ismm ■ smm '* m * 

•srsjffjs ssim nam «fi' eS8 

^,,5,9 strnmo fistum-i ssanis 

MSNis ^fiHi4 ^r»]i5 T^tflJie 

^ 

■£m\\i -s-OTJiQ ^rJB®20 

6 O ^ 6 




6 



[0 4 3 8] 

mi 9] 

■&jgtfc|21 ^^J22 ^^123 £&®24 

&mm2S ^fll26 #JSffi27 -&JS0J28 

^l8ffl2d £-#<*)30 ^(5>J31 -&*«S2 

<i ^ ^ j 

^M33 ^lSffil34 ^fWSS 1?rf80!lS6 

^ ^ ^ H." 

^^J37 'fi$fflS8 ^«^J39 'fir^40 

^ ^5 ^ ^ 

10 4 3 9] 
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Mb 2 0] 

"EfJ&$41 -&l&flj42 *j&ft)43 ii^^44 

^U. 'jJHj 

^«*J45 H^)46 ^j£M47 T3f&0j4S 

x&o ^ - 

■£j&$49 *jftffl50 ^&JS1 «'jftftj52 

^ ^Hr ^ 

6^™ 4>* 6<? 6-, ' 



£«H53 #&0ij54 1rf&ffl55 ££®J56 

^6" 

i?&MS7 &&®5S ^^59 -&&mO 



[0 4 4 0] 

Mb 2 l] 

-k&mi &&m2 -k&m&3 ^«&4 

x^o. 

-&J&#J65 ^fiRffi67 ^j£#j68 

^ X*b~' X% tP'o 



*ErfS«69 -&JS#j70 ^-^J71 



^*«7S £1&0J74 ^flj76 

■3-J&0J77 ^j£<*|78 ^)Sf?j79 &MI80 



^ &a ^ 



[0 4 4 1 ] 
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■snaffle* 



tpp ^p 1$H> 

,K HO ^^HO <r H W /~1 °* N 



^ P ^ ajHi; #G 



S P 



^p ^ ^p 

V" J OH 

(0 4 4 2] 
("fb 2 3 ] 



mm* 



^ £j 



H 




^p = 



[0 4 4 3] 

tttttii 1 bo> > (tpo) iR^ttiWiiia«iomjiWBjiflm ( 1 ) 

#3&9Ht^-e* **J*« 5 6 (Dik&m<D bo> > (TPO) Hry^-JB«ftt 

t >SJfiLM»UT7/EP0-mp 1 *fl§V*TW5feLfco 
[0 4 4 4] 
(1) M&TO* 

|ffl)&$cUT7/EP0-m p 1 (±T a k a t o k u <c.O^«* (J. Biol. Chem. , 27 
2 17259-7263 (1997) cytomegalovirus 7"tt * — WHftTK 
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TKh fn>^*xf>H:7 p ^- (c-m p 1 ) SH&fcflt*"*"*'** * - £ V fiJflL« 

iBt^-fo ^Olt^&&UT7/EP0Mii h n^4fsJ?i^^KJ35«rtt*^$&v»o 

±|E 2 1 0 %*M.m (TRACE SCIENTIFIC) £^tf IMDMig* (GIBCO) CO 

2 ^V^fa^t-^- (5%C02> 3 7t) *fflv»-rat'ft^*Ufeo 
[0 4 4 5] 
(2) MTT&KJ:&«it$fi?>$i]5£ 

±ffiltftit**M&PBST« 2 0ife*Nlu *fflJMfttf s 6X10 4 ffl/mlt44J:^10 

%^jkmz^trimmmzmmL, zommwli 00^1 $$mt&£j3 9 6^^- h ( 

CORNING) IZ&LtZo ZbK, SIHfcDMSO*fci&# 5 6 (Dfc&%J* 1 0 %4 i JflL7t 
^^•tfIMDM«^T8 31g«L/i?&> ±ffi«Mf£K 2 0// 1 fo«Lfcc 5I#«E 
MlJMiSiKSrCOz'r (5%C0 2 . 3 7C) 4 B^ftL^o i 

^liJSli^ex-v^ bvy-ftWi ( J . Immunological Methods, 6 
5155-63 (1983)) KmCXMfcLtZo &fZl,Z 1 0^ 1 05mg 

/mlMTm^ (SIGMA) £«U 3 7 "CUT 4 nffltoU. Lfco ^JSLfc**'*^ 
*#5*iSfc*> 1 5 Oft \ <r>4V-?uj*s-fr/0. lM-HClMCtilL/:|, 9 6 
^•7^^n/l/-h>J-^- (BIO-RAD. M450) fcfliWT 5 5 0 nmCO«JK^il05tL^o 
UT7/EP0-mp 1 fflHja*fflv^fcl^OjBf*Sr|gi fc^Lfco hnv^xf^H:^ 
- ri s S&3l ITV»4 V*UT7/EP0« Sr ffl v> B#<0^* *02Kf 
[0 4 4 6] 

miKmhtzXoK, ln> > j£^&*ffl J»UT7/EP0-m p 1 WJIUi&J&to 5 

* £ UT7/EP0Oii5i K iSIJSi^ofc, 
[0 4 4 7] 

nm.M 2 bn> **** x.^- >l/-t^-i/ ^^-;H5^ffitt 

tt«Tx /MS<b<£>^£ (Blood, 87:4552-4560 (1996)) KilttlgL 
fc. h 6MM$cUT7/EP0-mp 1 SrPBS-C 3 Efls*^ M»ftJKtf s 9 X 1 0 5 ffl/ml 
tft*J:^:iO%4 : l» (TRACE SCIENTIFIC) £^tfIMDMJg:Hi (GIBCO) KJRffiU CO 
2 ^^a^-^- (5%C0 2 ^ 3 7t) tylZX 1 8S$ffligmLtZo *ffl&mmWL2ml ( 
7 X 1 0 6 1@/ml) Kj&aftjg 3 0 n g /m l<9hn^ > & & V» iiglJ^DMSO* KM 

JBLfci&SfcKl // g/m 1 6 0M**HDts 3 7Ct:t 1 - 1 5#M&L 

fct^ jWJfe* 1 . 4ml OTNEA y 77' — C20mMTris-HCl (pH7.4) , 150mM NaCl, ImM EDTA 
, 1% Triton X-100, ImM PMSF, ImM Na3V04 , l/400#^ Protease inhibitor cocktail (SI 

gma)] Kxmmvtzo mmm*M<i^ jl«£^«v^;ws^km#i-&®6jck**i- 

%>%m Canti-STAT3 (SANTACRUZ BIOTECHNOLOGY) > anti-STAT5A (UPSTATE BIOTECHNOLO 
GY) ] W^nff>G-t7rn-^ (PHARMACIA) ^v^^«L/: 0 
%-k*t> -ffrs* yyr-K XWSl U SDS# 'J7^V^7 5 Y^^MMMMi ( 7 . 5 %) 
fcT#«Lifco itt^lOOV. ll*WO*#HTPVDFm (ATTO, 0. 2 ^ m) l:(E?L 

„ 7WJ7^77 * --if *«KkUfetl;y vBMt^n <> (RC2 o . transduction 

LABORATORIES) *fflv»T«f-n WJ >«ft$ilfcfiaR**ffi Lfco Sfrfefcti: 1 5 0 ^ 
g/m 1 <£>NBT (BI0-RAD) WZ 0 0 ft g/m 1 OBCIP (BI0-RAD) «rfflv>fc 0 ^©i* 
£Sl7^w^1~o 

[0 4 4 8] 
&7iE 



DMS0 -frjftffil 5 6 (Dib&m bo > > 



STAT 3 — + + 

STAT 5 A — + + 

ffif£# 2003-3103295 




2003-285316 A ^~ ^ : 149/ 



[0 4 4 9] 

1 O^^V^JJlTO^Wk^^^t, 10ng/mlOTP0K*Ut£ t h SlfcW 
«=l*UT7/EP0-m p 1 <£>i#«£l00%t Ltzt ^ (Dit^^M^MM^M^ (Efficacy) 

^m^^t^m^Mi<mm.-mm<7)5o%(Dmm^^-^^^w^. (ec 5 o) <o«r* 

*^8S^t. (ftf, T-J f*. Efficacy^ai^WTO/i^, Jfft-e £ t £ 

St^o ) 

[0 4 5 0] 





Efficacy 


vAj 5 0 


No- 


W 


/ r»rr / m 1 l 

\ng/wlj 


1 


n A 
7 4 


7 A 


2 


O ft 




3 


o o 


1 o 


4 


5 3 


1 0 


5 


8 6 




6 


il A 

6 4 


7 A 


7 


r\ ft 
9 9 


9 9 


8 


5 2 


o 1 


9 


rv ft 
9 0 


0 • 1 


1 0 


r-j O 

7 8 


z u 


1 1 


o o 

8 o 


9 fi 


1 2 


i ft ft 


7 A 


1 3 


ft ft 

9 9 


9 ft n 

Ci o U 


1 4 


ft i 
9 1 


7 9 


1 5 


i ft ft 
10 9 


9 3 


1 6 


5 8 


D 1 


1 7 


7 o 


7 Q 


1 8 


ft >i 

9 4 


D D 


1 9 


i ft ft 


1 ft 


2 0 


ft i 
y l 


o o 


2 1 


O ft 

o y 


9 Q 0 

Z C7 V/ 


2 2 


5 0 


19 0 


2 3 


12 9 


2 8 


2 4 


8 9 


7. 2 


2 5 


5 4 


2 0 0 


2 6 


7 8 


2. 9 


2 7 


7 5 


5. 6 


2 8 


9 9 


3 7 


2 9 


6 7 


2 3 0 


3 0 


10 6 


1 9 


3 1 


6 3 


5. 2 


3 2 


9 0 


3 7 


3 3 


9 6 


1. 1 


3 4 


9 9 


5. 2 


3 5 


9 9 


3 4 


3 6 


9 7 


5 9 
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6 7 


O O 


1 4 ft 


O Q 

o o 


A O 
J7 O 


O U 


o a 


Q 7 

y / 




4 U 


Q 7 
O i 


Lt D V 


A 1 

4 1 


TIC 

1 1 o 


^ 9 
o £ 


4 Z 


7 1 


PRO 

«J V/ 


4 o 


ft 7 


ft ^ 

o o 


4 4 


9 A 
Z O 


Ct %J \J 


4 0 


7 zt 




4 O 


ft 9 
o Z 




a n 
4 / 


A ft 
4 o 


1 Q 0 
i y v 


4 o 


A 9 
D Z 


ft 0 


vi A 

4 y 


A 9 
D Z 


Q 1 

*7 • J. 


C A 

5 0 


ft Q 

o y 


^ 7 
o / 


o 1 


7 3 
/ O 


o o 


O Z 


9 9 
Z Z 


19 0 


c o 
0 o 


i 9 n 
i z u 


1 9 


0 4 


0 1 


7 R 
i • o 


5 5 


K 9 


9 9 0 

& & \J 


5 D 


Q A 


^ i 


5 7 


Q 7 

y / 


C Q 
O • ZJ 


c o 
5 o 


1 J. u 


^ 9 

O £ 


5 y 


ft 9 
O Z 


9 A 
^ 4 


a a 


A 9 
O Z 


10 0 
± \J \J 


O 1 


A 1 

y i 


9 Q 
u y 


6 Z 


p; 7 


A A 


D O 


9 1 
Z 1 


1 Q 0 
i y u 


6 4 


7 A 
I 4 


7 7 


o 5 


7 A 


ft Q 
o • y 


a n 
D D 


loo 


o o 


o 7 


Q A 


o o 


o o 


9 A 


9 10 


£ A 

b y 


o y 


R 7 
o • / 


n A 
7 0 


Si 7 


9 Q 

o 


7 1 


ft Q 

o y 


A Q 
u y 


7 Z 


ft ft 

o o 


7 ^ 


T 9 

7 6 


ft A 
O 4 


1 0 


1 A 

7 4 


7 7 


9 ^ 


7 5 


Q Q 

o y 


A ^ 
o o 


7 O 


7 Q 

/ y 


A A 

4 O 


7 7 


7 Q 


C 1 


7 o 


A O 

d y 


1 ^ 

JL O 


7 y 


ft 1 
O 1 


1 A 0 


O A 


7 1 


A A 0 
O 4 U 


8 1 


O 4 


7 9 


o o 
o £ 


ft A 
O 4 


9 


8 3 


7 8 


6. 1 


8 4 


1 0 9 


13 0 


8 6 


1 0 5 


2 1 


8 7 


7 1 


6 0 0 
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8 8 


7 0 


1 O \J 


8 9 


c o 
o o 




9 0 


/ 0 


2 1 


9 1 


O 1 


2 4 


9 2 






9 3 


o ft 


4 


0^mm i 


7 




2 


1 2 




3 


7 






6 7 


14 0 0 



5 
3 



[0 4 5 1 ] 

(SmithklineBeecham Corp) J: «3 ffiM$fL-CV»*#»OH»&W4MW001-34585vK:«« 
[0 4 5 2] 

tUKM5 >n>^xf> (TPO) <K#tt*IM*<&iifclB3iffitt (2) 

V 6lfc#*fflJ»lJT7/EP0-mpl fcPBST? 2 |3ttMM& «itJ^ ? 6 X 1 0 4 fl/ml * 4 
*9K1 o%«?t&itririMDMJ£^M*iU t©SRI«i oo^i *&»&*JB9 6 ^ 
(CORNING) i:$U: 0 Sfcfc, 8U«DIB0*K»»UfcJaTO^«OflS'fr** 

i Q%*m.m*^tsmmmzT% 3t«iRL^ ±»Mte«»*^2 o^ l-ro^an 

Lfc. 31***. *«fi!Mli**C0»>f (5%C0 2 . 3 71C) 

1 0 fi 1 05mMOWST-8^M^«U> 3 7 TC 4 WfflMU Lfc c 

. Spectramaxl90) *ffiv>T45<h»*>ft#«*W5feLfc- 10 ng/ml^TPOK^tf* h filfo. 
^«*UT7/EP0-mpl<7)Jim^^l00%i: Lfcfc t ©50%*»^*4^Mfc# l »*K (ECsoT 
) fcJtfft^S&Ofc^lfe^St* (Efficacy) <O^W:^m 9 
[0 4 5 3] 

^9^ 

&j$uW Efficacy ECs o T 

No. (X) (ng/ml) 



9 4 


9 5 


3 


9 5 


7 1 


5 2 


9 6 


9 3 


3 


9 7 


9 4 


2 5 


9 8 


9 6 


3 1 


9 9 


1 1 0 


3 


10 0 


10 7 


5 9 


10 1 


10 0 


1 8 


10 2 


9 7 


6 9 


1 0 3 


9 0 


4 



. 8 



[0 4 5 4] 

mmmi 

5* (1) 10mg 

ffiiE# 2003-3103295 



«2 003-285316 ^ 152/ 



fUt . 7 0 0 m g 

=r 2 7 4mg 

HP C-L 16mg 

lOOOmg 

5£ (1) t?^$tt^'fb^i:?L*i«r 6 0 y v'^-O^^vn-a-fo 3-^?-f*12 

y^n kf;v-fc;vo-^ (HPC-L) 7K?M«ftnU jtifc (ffLBLlt 7U10.5- 

lmm) L^m, *£*"*-*«, »<b^/i«»Wlfi[*Saft^*^ (12/60* -et»«UR# 

[0 4 5 5] 

2 



& (1) lOmg 
$Uft 7 9 m g 

rr-y^.?-^ 1 Om g 



1 0 Omg 

5£ (1) •eSStLSft^fclli* 6 0 ^ y VaOASv^ito 3->X^-ftl2 

So lOffifffcl 0 0mg*&*«*5f^*^^^tS 

[0 4 5 6] 
I^J^J 3 



S: (1) T^StLSft^ 15mg 

9 0 m g 

-a — V7s9—5- 4 2 mg 
HPC-L 3 mg 



1 5 0 m g 

5£ (1) -C^SttSft^lfefcJLII* 6 0 * 7 5/aOA4v»tlto 3->^^-f^l2 

v^e;v^o-7 (hpc-l) 7K*«[**ljnu. *£\ if&fctfclft, ft*i-*o 

fe*g»«*i*filfl^*v» (12/60* r>i) -T?««LSEffcU ^150mg*4W 
[0 4 5 7] 



^ * (1) "C^$tLS<b^ 10mg 
?LJ» 9 0 m g 

IfcBrft-fefl'n— * 3 Omg 

Af7V y&??ir* s s*>J» 5mg 

CMC-Na 1 5mg 

1 5 Omg 



& (l) T?«$*t;Mt^WfcfL*fc!^S^^a-** CMC-Na(^;v**^v*^;v-fe;vn 

■^*v*A**amu mMmm&M*nz>o #»***ittTLi 5 omg<o#E$ij£#s 

o 

[0 4 5 8] 

A (1) T&SitS'ffrfrW 1 0 Omg 
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MJJ&JM^-fe UK 1 0 0 0ml 

[0 4 5 9] _ 

§ > mm n °n t l x x$>z> 0 

[0 4 6 0] 

[HIl] *$kmk&%H<&$M 5 6) KJ:&UT7/EP0-mp l ffl]|&<Z>ill»U-**1"&3&* 

[HI 2 ] ■&5kWMt4&t(4tJM 5 6) K «t &W7/E?0fflM<Ol%MKtt-r MTT 

[HI 3 ] i&J&U 56) 1 4feff f&WHfc^ (##^fJ 1 ~ 4 ) «fc SU 

T7/EP0-mp lM^WSM*:^ irmfc*JBv*-CffHBLfcE|-C*S<> 
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l/E 



mm 

[mil 

(UT7/EPO-mpUiBS'> 
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5 0 .3 
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0 01 
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[fa 2] 




I 10 100 

sajffCng/mO 



1000 10000 
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e 0 4 



5' 
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